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Editorials 


WHERE MEDICINE GOES, THERE 

GOES DENTISTRY AND PHARMACY 

Both dentistry and pharmacy are profoundly 
stirred by the threat of socialized medicine. 
The dentist and the druggist know only too 
well that the practice of dentistry and the dis- 
pensing of medicine will be the first to come 
out of the strangling hand of government con- 
trol. Both realize — where medicine goes, there 
goes pharmacy and dentistry. 





ETERNAL VIGILANCE NEEDED 

Doctors are confronted with a possibility of 
enactment of the Wagner Political Medicine bill 
which eventually will probably add $850,000,000 
to federal tax burdens while subjecting physi- 
cians and medical standards to political control. 

A great man said, “God gave liberty to men 
only on condition of eternal vigilance,” — vig- 
ilance in “emergencies” as well as peace time. 
Scientific medical progress is at hazard today. 
Medical practice is in danger of being regi- 
mented, and regimentation will be fatal to sci- 
entific medical service to the people as it has 
been in Germany and England. 

We need a united front; this is the time to 
close ranks. Doctors, dentists and druggists 
should get together and oppose to the ninth de- 
gree bureaucratic centralized government control 
that is sure to make a political football of medi- 
cal service. 

Unless all the professions become alert and 
vigilant we shall be led before we realize it still 
farther down the road toward a totalitarian gov- 
ernment. 

Bureaucratic trend in Government served to 
make still clearer the fact that the issue before 
the American people with respect to medical 
care is this: Shall patients and doctors retain 
their freedom of judgement in the matter of 
medical care, or shall this freedom be surren- 
dered to some governmental agency? 
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THE MEDICAL PROFESSION — 
ACCIDENT VICTIM 

The total number of persons injured during 
1939 by motor vehicles alone reached 1,150,000, 
resulting in the permanent disability of 90,000 
individuals. An additional 32,600 met death 
as a result of injuries sustained on the open 
road. 

Who is the real victim? The injured person 
rescued from the débris beside the highway, or 
the doctor hastily called upon to stitch gaping 
wounds, or yet the hospital where the rescued 
traveller lies for days or weeks at the point of 
death ? 

It is the traffic accident victim who presents 
the greatest problem to the medical profession. 
In the first place, he is frequently far from home 
when the accident occurs, and it taken, often 
unconscious, to a doctor or hospital not of his 
own choosing. ‘This fact definitely militates 
against the collection of doctor and hospital fees 
incurred from this type of accident. 

Let us take a look at the actual accident situa- 
tion as it exists and see what, if anything, is 
being done to remedy matters. 

Motor vehicle deaths accounted for one-third 
the fatalities during 1939, according to figures 
obtained through the United States Bureau of 
Census. Home deaths numbered 32,000; occu- 
pational deaths, 15,500; and other public deaths, 
15,500. 

From the standpoint of safety, 1939 was an 
improvement over 1938, for 800 less persons 
were fatally injured; on the other hand, if fig- 
ures compiled for the first six months of 1940 
are an indication of the year’s trend, the acci- 
dent curve for this year will show a noticeable 
bend upward, the increase being almost evenly 
divided between motor vehicle, occupational and 
home accidents. The statement has been made 
that the mortality and morbidity from automo- 
bile injuries approaches that of cancer and tu- 
berculosis combined, and that it ranks second 
only to influenza as a cause of disability. Cer- 
tainly this is a matter of concern to the medi- 
cal profession. 

Not only is the loss of life significant. For 
1939 the total accident cost was $3,300,000,000, 
of which $300,000,000 was spent for medical 
care alone. The property damage in motor ve- 
hicle accidents amounted to $750,000,000. 
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If we examine the causes for motor accidents, 
we find that one out of every four involved 
either a driver or a pedestrian who had been 
drinking, one out of every four was caused by 
driving at unsafe speeds; while in rural districts, 
driving on the wrong side of the road was the 
second most important violation. One out of 
five fatal accidents occurred in cloudy, foggy, 
rainy or snowy weather, which created unfav- 
orable road conditions. 

Three out of five accidents occur at night. 
In 1939 there was a 3 per cent increase in fa- 
talities on village streets and country roads dur- 
ing dusk and darkness. While, in the decade 
just past, rural daylight automobile deaths have 
increased only 2 per cent, rural night accidents 
took 32 per cent more lives. During the same 
period in cities of more than 10,000 population, 
the night traffic deaths have decreased 11 per 
cent since 1930, while daylight fatalities have 
dropped 48 per cent. 

According to reports of the National Safety 
Council, the most dangerous hour for travel 
is between 2 and 3 o’clock in the morning, 
a period when there is little traffic on the 
streets and highways. During this early morning 
hour, fatalities in relation to travel miles are 
12 times as numerous as they are between 8 
and 9 o’clock in the morning. 

Here the medical profession, in pointing out 
the existence of night blindness, has greatly aided 
traffic engineers who are working out the prob- 
lem of decreasing highway accidents. 

Medical and surgical aspects of highway acci- 
dents coine under two headings: those that re- 
sult from some physieal defects in the drivers, 
and traumas resulting from these accidents. 

Drinking is the one cause with which doctors 
have concerned themselves most. Examination 
has revealed that only a few of the had-been- 
drinking drivers and pedestrians were reported 
tc have had unimpaired driving or walking 
ability. 

The effort to determine drunkenness has pre- 
sented one of the most difficult medicolegal 
problems in connection with accidents. Since 
it plays a major part in placing legal blame for 
an accident, it is of interest to the doctor seeking 
to obtain fees for medical aid rendered in such 
cases, 

Definitions of drunkenness have not changed 
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much in the past half century, and the primitive 
methods of determination which functioned 
poorly in the horse and buggy days are hope- 
lessly inadequate in the modern court. Up to 
now the principal method of proving intoxica- 
tion in court has been to call the witnesses who 
observed the person in question at the time in- 
inquired about and have them express their opin- 
ion as to his intoxication. Conflict of opinion 
frequently makes this a most unsatisfactory 
method, particularly since the question arises 
in court more frequently than it did fifteen 
years ago. One judge has stated that district 
courts have more cases of drunken driving of 
motor vehicles than of any other criminal offense. 

The National Safety Council’s Committee on 
Tests for Intoxication has recommended chemi- 
cal analyses of body fluids or breath to determine 
whether drivers and pedestrians are under the 
influence of alcohol. At best the layman’s or 
policeman’s evidence should be only of corrobora- 
tive value. Certainly the decision of the judge or 
jury, to be just, must rest upon one or more 
clinical and laboratory examinations made by 
scientific experts not of the driver’s or pedestri- 
an’s choosing. This problem has been worked out 
in Europe so that where operative it has made 
accurate determinations in over 98 per cent of 
the cases submitted. 

While most authorities agree that the level at 
which legal intoxication is said to be present is at 
1.5 per mil., the driver who is subclinically 
drunk, or who: has only enough alcohol to slow 
up his reaction time and at the same time to 
increase his self-confidence, is the greatest high- 
way menace. 

What becomes of the victim of the crash? 
Many times, transportation from the scene of the 
accident presents a major problem. It is better 
to have a live patient lying on the ground at the 
site of the crash than a fatality in one of the 
best-equipped hospitals several miles away. Con- 
sequently the physician nearest the scene of the 
accident is called to give emergency medical and 
surgical treatment, which he does without 
thought as to the probability of financial remun- 
eration. Afterwards the patient cannot or will 
not pay the bill. 

Saturdays, Sundays and holidays pour a con- 
stant stream of broken and maimed bodies into 
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the emergency operating rooms of the nation’s 
hospitals. 

In the state of Illinois alone the total hospital 
charges for accident cases during the year 1938 
were $2,565,072. Of this sum, $1,700,808 saw its 
way into hospital coffers, while $864,264 had to 
be written off as loss. The average hospital loss 
for accidents in the state per year has been esti- 
mated at 32 per cent. In actual figures this loss 
per hospital per year is $4,257. Such estimates, 
of course, do not include the loss in individual 
doctors’ fees in cases which are not hospitalized. 


The emergency department should’ provide 
instant and expert service to the public; still it 
should not be a financial burden on the hospital 
in spite of the fact that much of its service is 
in the form of a courtesy. 

To this department come patients injured in 
various types of accident. Attempted suicides, 
automobile accident victims, perhaps an uncon- 
scious man found on the sidewalk by a policeman 
— such patients are total strangers to the doctor. 
No medical history or helpful information can be 
obtained because the patient is unconscious. It 
becomes the doctor’s job and a first-rate problem 
in medical detection to discover the cause of the 
patient’s condition. 

If the patient is conscious, he is usually excited 
and accompanied by equally excited relatives or 
friends. If he does not request a particular doc- 
tor, he is usually asked if he desires a private 
physician and informed that the house staff 
treats charity patients only. 

Hospital losses may sometimes be traced to 
failure to immediately obtain the name and li- 
cense number of the person presenting the pa- 
tient, because on occasion this information is use- 
ful in establishing the identity of the person re- 
sponsible for the accident, although the victim 
may have been brought in by a passerby or trans- 
ported in a police ambulance. 

The average hospital regards with aversion the 
cases remunerated under state and federal Work- 
men’s Compensation Laws and liability or litiga- 
tion cases in which recovery for medical service 
is obtained through civil suit or private settle- 
ment. Too often in liability cases not covered by 
workmen’s compensation, the hospital cares for 
the patient without a penny of payment. Per- 
haps it may receive meager compensation from 
public funds of the city and county, payment 
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that falls far short of covering the actual cost of 
maintenance, with no provision for x-rays or 
other expensive procedures. 

It has been pointed out that few hospitals are 
too small to profit from having one staff member 
assigned to the handling of compensation and 
liability cases, while metropolitan hospitals main- 
tain well-staffed and equipped departments de- 
voted to compensation and liability work. Auto- 
mobile accident cases require setting up a sepa- 
rate accounting and collection system. 

The problem of the industrial accident patient 
has been met by the Workmen’s Compensation 
Laws enacted in 46 of the 48 states. Employers 
or their insurance carriers are responsible for 
medical and hospital care expense or a part of it. 
In some states the amount of liability is not lim- 
ited. In others it ranges from $100 to $800, 
which in many cases is not adequate. 

However, the physician is discouraged from 
treating compensation cases for the reason that 
the rules of the Labor Department become more 
technical rather than less as time goes on, and 
the doctor finds himself enmeshed by many tech- 
nical and legal requirements. He must suffer 
arbitration committees, medical bill hearings, 
court actions, and whatnot as he is sent from 
place to place to coilect his bill. One recent re- 
quirement is that the employee must be present 
at medical bill hearings to demand that the doc- 
tor be paid ! 

Where the employer refuses to furnish medical 
care, the Labor Department determines the value 
of the physician’s services. Under these circum- 
stances an employee may select his own doctor, 
but disallowance of the employee’s claim bars 
the physician from collecting his bill. 

In the case of automobile accidents there is no 
individual or firm in most states whose responsi- 
bility for paying hospital costs is fixed by law. 
If there could be subtracted from the deficits of 
our voluntary hospitals the unmet costs of caring 
for the victims of automobile accidents, those 
deficits would be reduced materially and in the 
case of some institutions wiped out entirely. 
Some of these bills are collected by prompt fol- 
low-up and through establishment and mainte- 
nance of cooperative relationships with insurance 
companies and lawyers. 

The latest method of aiding hospitals to ob- 
tain some compensation for services rendered in 
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the enactment of hospital lien laws. These laws 
differ widely as to who shall benefit, the kind 
of property to be attached, the amount claimable, 
under what circumstances they attach, the con- 
ditions under which the suit may or must be 
filed to prefer the lien, under what circumstances 
hospital records may be examined, and in regard 
to the priority of the hospital lien over that of 
an attorney acting for the injured party. 

Even without lien laws, hospitals in some 
states have ample protection. California has 
none, but since 1929 the owner of a motor vehicle 
is responsible for all accidents. In Massachusetts 
and Wisconsin, insurance companies and hos- 
pitals have an agreement in which the insurance 
company withholds the amount of the hospital 
bill from any settlement. Massachusetts has also 
a compulsory insurance law requiring motorists 
to carry accident insurance. Ohio has a “Hospi- 
tal Reimbursement Law” by which hospitals may 
present a statement of their claims for reim- 
bursement for the cost of the care of each indi- 
gent patient. 

At present twenty-two states have lien laws. 
These benefit various types of institutions ; some 
name hospitals receiving state aid; some, hospi- 
tals organized for nonprofit ; others, any corpora- 
tion owning a hospital; still others, charity 
hospitals. In certain states the law specifically 
mentions physicians, nurses and hospitals. 

Fifteen of the states require small filing fees 
ranging from 12 cents, plus 8 cents each folio 
and 6 cents each search, to $1.00. In most cases 
the lien ends one year after payment is made to 
the injured person. 

Another system, adopted by a few American 
states, provides for permitting liens on autos 
involved in accidents. Thus the physician may 
put a lien on a car equal to a mechanic’s lien. 

While such legislation is a step in the right di- 
rection, there is much work to be done, and 
present laws are not completely satisfactory. For 
instance, if a lien is applied to small settlements, 
the injured person’s share might be completely 
wiped out by the lien. If a case were settled for 
$400 and the medical lien were $200, by the 
time the attorney’s lien was paid, the victim of 
the accident would receive exactly nothing. 

S. K. Hummel explained the hospital problem 
in his address to the Illinois Senate in April, 
1939 concerning Senate Bill No. 52. 
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“What hospitals object to is the oft-repeated 
necessity of writing off as uncollectable the ac- 
counts of many accident patients who receive 
cash settlement for injuries some months after 
leaving the hospital. . .. All that we ask for in 
Senate Bill 52 is protection from a vicious prac- 
tice on the part of many accident patients which 
in the end diverts public funds in all hospitals 
away from the poor for whom they were in- 
tended.” 

On the other hand, noncollection is frequently 
due to improper handling of the case on the part 
of the hospital. Immediately upon discovering 
that an attorney has been retained, an authoriza- 
tion should be signed by the patient or the pa- 
tient’s guardian, directing the attorney to with- 
hold the amount of the hospital bill from any 
settlement received for the patient. This authori- 
zation should be typed on hospital stationery and 
directed to the attention of the attorney handling 
the patient’s case; without authorization, the at- 
torney has no legal right to pay the hospital 
account when the claim is settled. The awkward 
position in which the attorney is placed because 
he failed to get proper authorization often re- 
sults in the nonpayment of a valid hospital bill. 

Further, a constant persistent record of the 
case should be kept until it is disposed of. This 
is necessary, due to the fact that a tort action 
may take as long as 2 or 3 years to come to court. 
If this record is not kept, hospitals turning ac- 
counts over to collection agencies may turn over 
an account which is in litigation and in that way 
be forced to pay a collection fee, when all that 
was needed to be done was to hold the account 
pending settlement. It has been shown that col- 
lection is more often made by calling the attorney 
and requesting him to pay the bill. If the patient 
receives his share of the settlement money with 
instructions from the attorney to pay the hospital 
bill, nine times out of ten he will forget he ever 
owed one. 

Briefly, these are some of the problems con- 
nected with accidents from the viewpoint of the 
doctor and hospital. 

An entirely new profession has arisen in traffic 
control engineering, in an attempt to make our 
highways safer. Another improvement is the 
program of establishing Red Cross Emergency 
First Aid Stations along the main-travelled high- 
ways, which became a national movement in 
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1935. These stations are operated in coopera- 
tion with local medical authorities. 

One way of reducing the enormous loss to 
hospitals and physicians is to reduce the number 
of accidents themselves. 





NOW WE HAVE BUREAUCRACY 
PLUS DICTATORSHIP 

In Nation’s Business, under the heading 
“BUREAUCRAT BECOMES DICTOCRAT” 
Merle Thorpe says: 

Now comes a round-about official admission 
of a condition we have described in these columns 
during the past decade, a condition at once sap- 
ping the freedom of the individual citizen and 
destroying business enterprise, which is so sorely 
needed. 

The admission comes from Senator Logan, of 
Kentucky, and Congressman Walter, of Penn- 
sylvania — ironically enough, from men who 
helped by their votes to bring about the situa- 
tion they now recognize and hope to alleviate, 
not by repeal, but by another layer of legislation. 

The Logan-Walter bill (passed the House and 
on third reading in the Senate) is most sig- 
nificant. It proposes to give a citizen the oppor- 
tunity to present his case to the courts, to have 
a trial by a jury of his peers. It offers a free 
man relief from the dictocrat (in a bureau, board 
or commission) who has deprived him of his 
freedom or his property. 

The dictocrat is a natural development of the 
bureaucrat. The earlier bureaus of the federal 
Government did foolish and wasteful things. 
They “researched” and printed millions of pam- 
phlets on “The Love Life of the Bull Frog,” 
and “How to Pin Diapers on the Baby.” But 
these were harmless extravagances; they were 
not invested with the power to legislate, to judge, 
and to deny judicial appeal. That development 
has come in the past ten years with terrifying 
rapidity, with more than 50 executive agencies, 
employing tens of thousands of men and women, 
now exercising the powers of autocracy. The 
bureaucrat has become dictocrat. 

From a thousand examples of this alien prac- 
tice, new to America, but very, very old in 
Europe, the case of Mr. Andrews, wage-hour 
executive agent of Congress, is typical. He an- 
nounces that he has changed his mind and that 
employees receiving $200 a month or more are 
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no longer exempt from the Act. Here is a 
power given to one man, not elected, to compel 
citizens to work as he prescribes, to single out 
an individual or a group for punitive or favor- 
able treatment. His whim or caprice may rule 
today, tomorrow he may be rewarding friends. 

In this case there is not need of conjecture. 
Mr. Andrews slips in an admission that he is 
rewarding the labor union because “it has done 
such a swell job in helping me fight my battles.” 

A similar example of this departure from a 
government by written law and to a government 
by men is the Labor Department’s instruction 
to federal employment agencies — public, tax- 
supported agencies — not to fill positions for 
those employers against whom there is a griev- 
ance pending, even though the grievance may be 
outside his plant, such as a jurisdictional dispute. 

No business today, from steel maker to peanut 
vendor, has written sailing orders. 

The law of the land is found not on statute 
books, but in the brief cases of a hundred thou- 
sand dictocrats. 

The Logan-Walter bill confesses the disease 
but, instead of a prescription to eliminate the 
causes, simply adds another layer of law, shame- 
fully admitting that a citizen today in this erst- 
while land of the free, must, by a new law, be 
given the protection of the courts. A doubtful 
protection, indeed, when it is recalled that court 
reviews, of the Wagner Labor Board’s decisions 
have cost the citizen who appealed an average 
of $26,000, and the sorry spectacle of re-enacting 
the trial by jury guarantee in the Bill of Rights. 

Much can be said, and should be said, of the 
loss of personal freedom. But here we shall 
emphasize the point again, that one of the chief 
obstacles to a resumption of business enterprise 
is this new and un-American method of making 
the laws under which a business can carry on. 

No matter how carefully a manager may sweat 
out an operating budget there is always a specter 
at his desk, the specter of a new rule that may 
wreck it completely. No skill, no vision can meet 
the additional risk of a ruling reversed overnight 
when a friendly group does “a swell job in fight- 


ing my battles.” 
CoMMENT 


As we have said and repeated frequently over 
two decades “Bureaucracy Is Always a Curse 
and Where Medicine Is Involved It Is Fatal.” 
Now we have Dictatorship plus Bureaucracy. 
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ILLINOIS STATE MEDICAL SOCIETY 
COMMITTEE ON MEDICAL 
BENEVOLENCE 

The House of Delegates of the Illinois State 
Medical Society at its Annual Meeting held May 
21-22-23, 1940, voted that certain changes be 
made in the Constitution and By-Laws to enable 
the Society to establish a Benevolent Fund for 
indigent physicians and their widows. 

The plan adopted very closely resembles the 
one which has been operating in Pennsylvania 
for the past thirty-seven years. 

We are publishing herewith the personnel of 
the Committee together with an outline of the 
purposes and the power given the Committee to 
carry on this work. 

Committee on Medical Benevolence, John S. 
Nagel, Chairman 185 N. Wabash, Chicago, III. 
Charles H. Hulick, Shelbyville ; Clarence H. Bos- 
well, Rockford. 

PURPOSES OF THE COMMITTEE 

1. ‘To create a Benevolence Fund: 

a. Through allocation of $1.00 each year 
from dues of each member. 
. Through gratuities, endowments, etc. 
c. Through the efforts of the Women’s 
Auxiliary to the Illinois State Medical 
Society. 

2. To investigate cases of alleged financial 
difficulties on the part of members, their widows 
or widowers. 

3. When found worthy, to appropriate reg- 
ular monthly benefits not to exceed $25.00 to 
$30.00 per month in any one case. When deemed 
advisable, may appropriate more over a short 
period of time when rehabilitation seems prob- 
able. 

4. To designate the component society secre- 
tary in each county as the county chairman to 
submit applications from members for benefits, 
then to see that a questionnaire form is properly 
executed to give the desired information relative 
te the case. The Councilor of the District may 
assist the Committee in submitting names of 
members, their widows or widowers, when he be- 
lieves the individual is entitled to the benefits 
herein prescribed. 

5. When it is the opinion of the Committee 
that the case is a worthy one and benefits should 
be allowed, the Chairman of the Committee 
should notify the Secretary of the State Medical 
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Society, stating the amount agreed upon as the 
regular allowance, stating the intervals at which 
the benefits shall be paid, so that proper vouchers 
may be submitted. 

THE INVESTIGATIONS 

When it is reported to the Committee that a 
member, widow or widower of a member is needy 
and unable to secure the necessities of life, a 
questionnaire form shall be submitted from the 
Secretary’s office asking for the following infor- 
mation: 

1. A brief social history of the applicant, past 
and present. Data concerning reasons for being 
in want whenever possible, and all other perti- 
nent information which will enable the Com- 
mittee to take the proper action. 

2. A brief financial history including present 
assets and income, sources and amount. 

3. Disbursing of present resources (rent, 
food, clothing, etc.). 

4, Statements as to probable permanency of 
the present distress. 

5. Any possible sources of assistance such as: 
ee ere ere ee ror ere 
Pr rreerr er rr Tere 
e. Fraternal Organizations ....... 
©. TOI 6 6kc cows ccarewes cess 
i FN: iin cases deliv eweian 

6. Have all sources of help been solicited ? 

%. Additional information. Means by which 
influence might be exerted to find employment 
or some other source of income. Is there a possi- 
bility of rehabilitation? (With moderate finan- 
cial assistance over a short period of time, would 
it be possible for the applicant to become self- 
supporting ?) 

PROCEDURE 

Requests from members, their widows or 
widowers for assistance, if submitted to the Sec- 
retary, shall be referred to the Committee 
promptly. At the same time a questionnaire 
form will be submitted to the applicant or to the 
county society secretary, or to the Councilor if 
the information is submitted by him. All pos- 
sible information which will aid the Committee 
in determining the eligibility for assistance, the 
amount actually needed, or if rehabilitation 
through short time payments is probable, should 
be submitted promptly. 

Each case wil! receive the proper consideration 
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by the entire committee which shall pass final 
judgment on: 

1. Eligibility for aid. 

2. The amount of aid. 

3. Whether for a short time or permanently. 

The decision of the Committee shall be final 
and there will be no higher authority within the 
Society to whom appeals from decisions of the 
Committee can be referred. 

In the event that additional income is received 
and the individual is no longer eligible for 
further benefits, the county society secretary or 
the Councilor submitted the data, should notify 
the Committee of these facts promptly. 

As soon as a reasonable amount is accumu- 
lated in the Benevolence Fund, only the income 
from the Fund shall be used to pay benefits. 

The Medical Benevolence Fund shall be sub- 
ject to an annual audit as are other funds of the 
Illinois State Medical Society, although merely 
the amount of the Fund, the payments made 
during the year, the additions to the Fund, and 
the interest from investments shall be mentioned. 
The names of beneficiaries shall not appear in 
the annual audit, nor shall they be mentioned 
in the annual report of the Committee to the 
House of Delegates. 

The Secretary of the State Medical Society 
shall maintain a separate file for all correspond- 
ence relative to beneficiaries, amounts paid, in- 
vestigations and minutes of meetings of the 
Committee, which shall be a closed file and not 
open to inspection by others than members of 
the Committee, the Auditor, or a regularly desig- 
nated Committee of the House of Delegates. 

As the regular vouchers of the Ilinois State 
Medical Society are paid through the State Bank 
and Trust Company of Evanston, all funds for 
benevolence purposes shall be maintained in an- 
other bank and payments for benevolence pur- 
poses shall constitute the only vouchers drawn 
on these funds. The council of the Illinois 
State Medical Society has allocated the sum of 
€5,000.00 maintained in the National Bank of 
Monmouth for several years as a Certificate of 
Deposit, as the nucleus for the Benevolence Fund, 
and payments shall be made from this fund on 
this bank. 

NOTE: The above report and procedure was 
presented to the Council of the Illinois State 
Medical Society in regular session on August +t, 
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1940, by the Chairman of the Committee on 
Medical Benevolence. The report and procedure 
were approved, and the Committee instructed 
to make the necessary arrangements to function 
immediately. The Council was authorized by the 
House of Delegates at the 1940 annual meeting 
to approve a method of procedure so that the 


work could be started with a minimum amount 


of delay. 





A. M. A. TRIAL POSTPONED 
INDEFINITELY 

According to an announcement issued in 
Washington on October 1% by United States 
Attorney Edward M. Curran, Justice James W. 
Morris, who is presiding in Criminal Court No. 
2 of the District Court, disqualified himself 
from sitting on the case because of his former 
connection with the Justice Department as as- 
sistant attorney general. Justice F. Dickinson 
Letts, now presiding in Court No. 1, is in the 
middle of a first degree murder case and has 
a heavy assignment for the next few weeks. 
“Since no third criminal court is available at 
the present time,” said United States Attorney 
Edward M. Curran, “I have taken the case off 
the assignment and it will be set down for trial 
in the future on a date agreeable to both the 
government and the defense.” 

This postponement will release the officials 
of the Association, therefore, to a continuation 
of their work in the headquarters office and in 


other capacities so essential at the present time. 





GREAT DEMAND FOR MATERIAL 
RELEASED BY EDUCATIONAL 
COMMITTEE 

2,200 — Names are now on the mailing list 
of the Educational Committee to receive the 
bi-weekly releases on health topics of current 
interest. 

The following comments indicate the wide 
use made of the material : 

From a Y.M.C.A, — “We appreciate receiv- 
ing your mimeographed bulletins for publica- 
tion, We have a special spot on our physical 
education bulletin board and a special frame, 
and post them regularly as they come in.” 


From a teacher — “I received your Health 


material for October and November and find it 
most helpful in my teaching. I am a teacher of 
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Health and Physical Education and am always 
glad for such material. I would appreciate 
very much when you send the next month’s 
material if you could send me three copies. I 
teach in three schools and use these publications 
to place on my bulletin boards.” 

From a student doing graduate work at Uni- 
versity of Michigan —- “May I congratulate you 
for your timely well written bulletins, as well 
as thank you very much. As I am keeping a 
file of all of these articles I would like to have 
you send me copies of all future issues.” 

From a W.P.A. worker — “Please send me 
ten copies of health bulletins each month to put 
on the bulletin board in our nursery schools in 
this district.” 

From Health Department of High School — 
“We are organizing a health department at our 
school and would appreciate all the helps you 
can send us. Please add my name to your mail- 
ing list for your health bulletins.” 

From a college — “Please add our name 
to your mailing list for health bulletins and 
materials.” 

From a Parent Chairman — “I am the 
Health Chairman of the .......... Parent 
Teachers Association and would like to be put 
on your mailing list for the monthly bulletin. 
I will see that this information reaches the 
mothers and will be a great help to them, I’m 
sure.” 





From a physical education teacher — “T have 
been very much interested in your educational 
bulletins and post them on the bulletin board 


in our gymnasium.” 





DANCE TO PAY DOCTORS’ BILLS 

The Transport Union Workers of Greater New 
York, a CIO affiliate, will dance at least twice next 
year to pay part of the expense, estimated at $170,- 
000 a year, of “the most extensive and comprehensive 
group medica) plan yet undertaken.” The Transport 
Workers’ Union began at 8 am., May 15, 1939, to 
offer complete free medica) service to every one of 
its 55,00 members, employed under closed shop con- 
tracts by private transit companies in the New York 
metropolitan area. According to John Santo, inter- 
national secretary-treasurer of the union, there are 
52 doctors available to treat the 55,000 workers. Mr. 
Santo expects the general practitioners who have been 


hired to give “the very same care and attention ex- 
pected of any qualified and competent family doctor.” 
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MEDICAL ECONOMICS 
H. M. Camp, M. D. Edited by the Committee on Medical Economics C. H. Phifer, M. D. 
E. P. Coleman, M. D. of the C. B. Reed, M. D. 
J. H. Hutton, M. D. Illinois State Medical Society C. B. Ripley, M. D. 
Ralph Peairs, M. D. E. S. Hamilton, M. D., Chairman C. E. Wilkinson, M. D. 
R. K, Packard, M. D. Kankakee, Illinois W. M. Hartman, M. D. 


The imminence and importance of the exam- 
inations of those men conscripted for service in 
the army, has been of the greatest importance 
to the medical profession in the past few weeks. 
The medical profession has always stood ready 
and able to furnish any and all needed service 
in emergency. In addition organized medicine 
has promised full cooperation to and with the 
government in any of its undertakings. So they 
stand ready to fulfill their promise and help in 
the selection of the proper men for induction 
into the armed forces of the United States, 
This will be a large undertaking and will re- 
quire the services of a high percentage of medi- 
cal profession in either a part or whole time 
duty. The number of local and induction boards 
is being gradually increased and each will re- 
quire several medical men to give the necessary 
examinations. It will be necessary to assign 
men to some of this work for often the more 
desirable men for the work are those who are 
the busiest and most needed in their community. 
However, there must be no compromise with the 
principle of giving the best possible service by 
the most able men. Naturally, this duty will 
fall more on the older men, so the younger may 
be available for more active duty when and if 
the time arrives that they are needed. We hope 
that every man selected for service on either 
local, induction or appeal boards will feel the 
responsibility of the medical profession as well 
as his individually as a citizen, and cooperate 
in every way possible. Incidentally, this is a 
fine opportunity to demonstrate the efficiency 
and reliahility of the present method of conduct- 
ing the practice of medicine. 

On page 87 of Medical Economics, is printed 
an article by Frank Rhylick, a Washington 
Columnist entitled “M-Day and After.” It is 
worthy of careful reading and while his conclu- 
sions may not be agreed with, it should stimulate 
our constructive thinking in regard to the future 
of Medicine. By the time this article is printed 


the election will be over and we will know who 
are to shape the policies and enact the laws dur- 


Address all letters and communications to the Chairman. 


ing the coming four years. Regardless of who 


is elected, it behooves each of us to contact our 


Senators and Congressmen and let them know 
how we feel about Socialized medicine and what 
our desires are. Some of the candidates are al- 
ready on record in opposition to any suggestion 
of the socialization, but no harm can be done 
by contacting them again and voicing our appre- 
ciation of their promised cooperation. 

On Page 78 of the October issue of Modern 
Medicine, a tabloid which comes to the office of 
every medical man in the United States is a 
most informative article what may be expected 


of the medical profession of the United States 


in the event of a war. It includes the pay sched- 


ule of officers of different rank as well as the 
allowance for rent and subsistence. ‘These are 


questions often asked and should be of interest 


to those who are either in the Medical Reserve, 


or within the age group most likely to be called 
upon in an emergency. In addition some of the 
different types of service available are discussed. 

On page 92 of the same Tabloid is a report 
on the experience in Toronto with Voluntary 
Health Insurance over a three year period. We 
should make an effort to be conversant with the 
result of this and similar experiments now being 
made all over the United States and Canada 
in an effort to see if some plan satisfactory to 
all involved can be worked out. There is a great 
possibility that some similar plan will be offered 
either locally or by states and those of us who 
will deliver the service should know about the 
success or failure of similar plans tried else- 
where. Apparently this has been one of the 
more successful attempts. 

The success of the two Post-Graduate Con- 
ferences held during the past month augurs 
well for the success of those to follow. As is 
quite generally known a conference is to be held 
im each Councillor District of the state during 
the next few months. The cities in which they 
are to be held were selected with especial atten- 


tion to their location as to availability to both 
the men of the district and the physicians of 
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that part of the state. It should be easily pos- 
sible for an interested man to attend at least 
three or four of these conferences without being 
obliged to drive over one hundred miles. Since 
they are held in the afternoon and evening, 
usually on Thursday, when many men close their 
office at noon, attendance should be easy for 
men within one hundred miles. 

The avidity with which the press prints ar- 
ticles critical of the medical profession was dem- 
onstrated in the Chicago Tribune of November 
23, 1940, where an address of a Pennsylvania 
Surgeon was quoted. The writer of this column 
does not know whether the statements were 
made as printed and cannot comment thereon. 
However, if they are correct no good was done 
hy such loose talk. If there is need for regula- 
tion in Pennsylvania such as this article would 
Jead one to surmise, it seems that the job could 
be done more advantageously in some place other 
than in the lay press. At a time when the medi- 
cal profession is being watched and judged most 
critically is it good taste to talk thus? And, 
after all, few of us are able to rate and classifv 
all the Surgeons of the United States. 

Dr. E. P. Coleman, Chairman of a special 
Committee, appointed by the Council of Illinois 
Medical Society to cooperate with the officials 
of the W.P.A., at their request, to help in the 
distribution of the necessary accident work aris- 
ing in their labors, has made out a preliminary 
report of the work of said committee. This 
report follows in this Column. It should be 
read by every member of the Illinois Medical 
Society, particularly the closing paragraph which 
voices the opinion of the committee as to the 
present manner in which work is being dis- 
tributed. Those who wish further information 
in regard to the manner of distribution either 
in general or specifically should get in touch 
with Dr. E. P. Coleman, Canton, Illinois. 

E. S. Hamilton, M. D., Chairman 





REPORT ON W.P.A. 

During the past several months, the Society 
has been in touch with the W.P.A. organization 
of the State of Illinois. The idea back of the 
contact is that all W.P.A. injuries be taken 
care of on the basis of ordinary industrial in- 
juries, and. be paid for at the regular industrial 
rate. 
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In the beginning, it was the policy of the 
W.P.A. organization to have its work cared by 
some doctor who was on the federal pay roll, 
either as a Veterans’ Bureau Examiner, or in 
some other capacity. Numerous complaints came 
in from other doctors, who had the idea that 
the tax payers were contributing to this fund 
and that they, as tax payers, were entitled to a 
certain amount of the work done. These doctors 
were willing to participate, but were getting 
nothing to do at all along the line of caring for 
injured W.P.A. employees. 

The United States Employees Compensation 
Commission is the Federal Agency responsible 
for the care of all injured Federal employees, and 
it was at their suggestion that steps were taken to 
divide the work among the physicians desiring to 
participate in the W.P.A. care program. Later on 
however, when the injured employees were given 
the opportunity of calling any one they chose, 
it was found that many abuses crept in, due 
to the fact that the patient was frequently di- 
rected by his loca! foreman to call not his own 
physician, but the foreman’s physician. Fur- 
thermore, there were reports that local politicians 
had entered into the arrangement, and often 
either directed the foremen where to send pa- 
tients, or advised the patients whom they should 
choose, whether the choice offered was their own 
or not. As a result, the Illinois State Medical 
Society was asked to do certain things as an ex- 
pression of its desire to cooperate with the gov- 
ernment. 

1. Send the names and addresses of all phy- 
sicians in each county. Each physician 
then received a letter asking if he desired 
to participate in the program and would 
be willing to care for those allocated to him. 

2. Select two committees, one to take care 
of the down-state problems and the other 
the problems in Chicago and Cook County. 

3. Approve the selection of the previously 
operating Chicago and Cook County Medi- 
cal Advisory Committee, which had been 
cooperating with the I.E.R.C. for a num- 
ber of years, as the official advisory com- 
mittee of the W.P.A. organization. 

It is the purpose of the committee to review 
the W.P.A. work by going over their rather 
voluminous monthly reports of injuries. The 
findings have been rather interesting. In many 
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communities where one doctor seemed to have 
all the work, it was found that he was the only 
physician in that community. In one instance, 
a series of eleven injuries were sent to one man, 
but it happened that the injured were all negroes, 
and the doctor they wanted was the only negro 
physician in that particular locality. Whenever 
too high a percentage of the work seemed to 
be going to any one man, the committee called 
attention to that fact, and the following month 
a report would come from the local foreman 
teiling why there had been such discrimination. 
It was usually accompanied by a promise to 
rectify this condition. The committee has in- 
varibly approved of any instance wherein one 
or more doctors received a somewhat higher pro- 
portion than the average when it was stated in 
the report that the injured worker had been 
given his personal choice of physician. 

Since the W.P.A. work has been rotated, any 
local monopoly has been diminished, and there 
have been fewer complaints by far than there 
formerly were. We believe this to be the ideal 
arrangement, so Jong as the former abuses do 
not creep in. 

E. P. Coleman, Chairman 
H. M. Camp 
E. S. Hamilton 


A PROGRAM FOR MENTALLY 
HANDICAPPED CHILDREN 

It is axiomatic in this country that a good 
public school education is one of the birth rights 
of every child. The advancement in education, 
improvement in teaching methods and increase 
in the number of educational institutions have 
kept pace with the scientific and cultural prog- 
ress of the nation. It can truly be said that 
every child in Illinois can get a good education 
and that this state is second to none in provid- 
ing facilities for this training at public expense. 
It can be said further that this advantage to 
children and society is far greater than the 
sacrifice of parents and the expense to the state. 

There is one group of children, however, whose 
education is largely neglected. There is one 
phase of education in which the State of Illinois 
is far behind many of her sister states. We 
refer to that large and unfortunate group of 
children who are Mentally Handicapped. Our 
lag in providing facilities for adequate training 
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of this group is allowing the minds of these 
children to be “‘filled with feelings of injustice, 
bitterness and insecurity without compensating 
factors in their emotional life.’ Our failure to 
help these children causes the citizens a great 
deal of apprehension and costs the state large 
sums of money because they commonly become 
dependent and antisocial. 

The importance of providing adequate train- 
ing and supervision for Mentally Handicapped 
children has long been recognized. At the White 
House Conference it was agreed that “For every 
child who is blind, deaf, cripped or physically 
handicapped and for the child who is Mentally 
Handicapped, such measures as will early dis- 
cover and diagnose his handicap, provide care 
and treatment and so train him that he may 
become an asset to society rather than a liabil- 
ity.” 

A special resolution of the National Educa- 
tion Association in 1932 stated, — “Gifted, 
exceptional and handicapped children should re- 
ceive instruction, guidance and special care in 
accordance with their special needs.” The im- 
portance of an adequate educational program 
for the mentally handicapped has been empha- 
sized by such outstanding medical men as Drs. 
William B. Healy, Sanger Brown, Glueck, God- 
dard, Fernald and others. 

The mentally handicapped child is not re- 
sponsible for his existence ; neither is he to blame 
for his unfortunate defect. He is entitled to 
every form of training, within his mental ca- 
pacity, which will make him a self-supporting, 
useful member of society. The lack of adequate 
training was emphasized by the White House 
Conference, the committee of which estimated 
that only about 60,000 of the 450,000 mentally 
handicapped children in this country were in 
special classes. 

In providing special training for this group, 
society is protecting itself from delinquents. 
When children are expected to do things which 
are beyond their mental capacity and are given 
no opportunity for emotional expression through 
success in doing things correctly, they react in 
a characteristic manner. They become scared, 
confused and resentful. As a result, they may 
be so suppressed that they become docile, shut- 
in individuals without initiative; they are “brok- 
en” and become dependent upon society for sup- 
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port. Or, they become aggressive, destructive 
individuals with antisocial tendencies which lead 
to delinquency and criminality. 

In an analysis of 1000 such juvenile delin- 
quents who came to the attention of the Boston 
Juvenile Court, Dr. E. J. Glueck found that 
28.2% were backward mentally, 17.1% were 
borderline feeble-minded and 13.1% were 
markedly retarded. In another study of male 
and female delinquents, Glueck and Glueck 
found that 78.9% were retarded two or more 
years below the school grades normal for their 
ages. 

The cost of caring for these mentally handi- 
capped individuals who become dependent or 
delinquent is far greater than the expense of 
a few years of adequate training which will 
prevent the undesirable personality traits de- 
scribed. A training program adapted to the 
need of the individual child stimulates intellec- 
tual and emotional growth, and leads to the 
development of habits of industry and submis- 
sion to authority instead of feelings of injustice, 
bitterness and insecurity found in antisocial de- 
linquents. 

It is generally agreed that the care of handi- 
capped children is a state problem and requires 
a state program. The State of Illinois already 
has a program for the care of physically handi- 
capped children. There is a need for a similar 
program for the mentally handicapped as well. 
This program should include facilities for the 
carly diagnosis of the handicap and provision 
for the child’s training before he becomes a seri- 
ous problem, i.e., before he has formed patterns 
of behavior which lead to dependency or de- 
linquency. 

In order to carry out these provisions there 
should be a state commission made up of the 
Director of Public Welfare, Director of Public 
Health, Superintendent of Public Instructions 
and prominent citizens actively interested in the 
problem of the mentally handicapped child, 
who shall be appointed by the Governor, without 
regard to political affiliations. This Commis 
sion for Mentally Handicapped Children shall 
have power and is shall be its duty 
(a) To coordinate the administrative responsi- 

bility and the services of the three (3) 
State Departments concerned as far as the 
welfare of the mentally handicapped child 
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is affected; to compose any differences that 
may arise between departments ; 

(b) To stimulate all private and public efforts 
throughout the State in the care, treatment, 
education, and social service of the mentally 
handicapped child, and to coordinate such 
efforts with those of the State Departments 
into a unified and comprehensive program ; 

(c) To promote special classes and competent 
special instruction for all types of educable 
mentally handicapped children in all parts 
of the State, and to arrange for the special 
training of teachers for such classes ; 

(ad) To promote adequate provisions for medi- 
cal diagnosis and management of mentally 
handicapped children in all parts of the 
State ; 

(ec) To promote vocational guidance, training, 
placement and social adjustment on an in- 
dividual case work basis for all mentally 
handicapped children in need of such serv- 
ice ; 

(f) To study the situation in Illinois and in 
other States continually with a view of im- 
proving the service through administration 
and legislation ; 

(gz) To provide facilities for the care of those 
children. who are not doing well in their 
homes in boarding homes where possible ; 

(h) Finally, to provide a vocational school of 
the colony or village type for those educable 
mentally handicapped who are not doing 
well in their homes, boarding homes or 
schools and who are showing early signs 
of dependency or delinquency. 

This program, including the proposed school, 
is to serve especially to those children who are 
retarded but educable. Its purpose is to help 
train those children, who, if left at home with- 
out adequate training and supervision, become 
dependent or delinquent, to become self-support- 
ing and useful members of society. 

The whole program should stimulate a gen- 
eral interest in these children and promote the 
best methods of teaching and supervision of 
this group of children. The school would act 
as a training center where the latest methods 
of teaching would be demonstrated. The pro- 
gram would pay for itself many times and in 
the prevention of maladjusted, unhappy lives, 
dependency and delinquency. It would be a 
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financial and humanitarian asset to the state 
and society. 
THE COMMITTEE 
J. C. Krafft, M. D., Chairman 
Bert I. Beverly, M. D. 
Abraham Levinson, M. D. 





Correspondence 





ONE HUNDREDTH ANNIVERSARY OF 

THE BIRTH OF CHRISTIAN FENGER 

Chicago, October 16, 1940. 
To the Editor: 

Northwestern University Medical School will 
observe the one hundredth anniversary of the 
birth of Christian Fenger with a special convo- 
cation. 

The exercises will be held in the Archibald 
Church Library of the Ward Memorial Build- 
ing at 1:00 P.M., Monday, November 4, 1940. 

The centennial address will be delivered by 
J. Christian Bay, Librarian of the John Crerar 
Library of Chicago. 

The library will have on display numerous 
publications of Dr. Fenger including his thesis 
on “Carcinoma of the Stomach” which was sub- 
mitted to the faculty of the University of Copen- 
hagen for the degree of Doctor of Medicine. 

Dr. Fenger’s connection with the medical fac- 
ulty of Northwestern began in 1882. He was 
appointed Professor of Pathology in that year 
and his lectures and demonstrations attracted 
wide attention. In 1893 he became Professor 
of Surgery and Chief of the Surgical Service 
of Passavant Hospital. His work in the field 
of surgery and surgical pathology stimulated 
hundreds of students and influenced profoundly 
the forward looking medical men of the West. 

The family of Christian Fenger have loaned 
to the Archibald Church Library the death mask 
which represents with fidelity the features of 
this rare man. IRVING S. CUTTER, M.D. 

Dean 





MATERNAL WELFARE PROGRAM 


The Illinois State Maternal Welfare Com- 
mittee feels that it would not be amiss to em- 
phasize from time to time the program for 
County Medical Societies and County Chairmen. 
We feel that a great amount of good has been 
accomplished throughout the state and we feel 
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that this program emanating as it does from 
within our ranks should have a favorable effect 
upon the lay-public. With this thought in mind 
we wish to again call to the attention of the 
Illinois Medical Profession the recommendations 
under Paragraph 2 of the Suggestions for Coun- 
ty Medical Societies and County Chairmen. We 
urge that each county society bring this para- 
graph to the attention of the members again 
and hope that by so doing we may arouse in- 
terest in the various county societies and pro- 
mote discussions of the various phases of this 
paragraph. 

This paragraph reads as following: 

2. We recommend that each County Medical 
Society appoint a Maternal and Child Wel- 
fare Committee whose duties should con- 
sist of: 

a. Investigate maternal, fetal and early in- 
fant deaths for constructive study in re- 
ducing mortality. This investigation to 
be carried out by the County Chairman 
and other physicians appointed by local 
Medical Society; all information per- 
taining to this study be kept in the hands 
of the Medical Profession. 

b. Have an adequate number of programs 
on maternal welfare and pediatric sub- 
jects before local society and hospital 
groups to meet the need of that com- 
munity. 

c. Encourage the educational program 
among the nurses of the community by 
such means as moving pictures and 
special lectures. 

d. Encourage any improvement of local 
hospital facilities for better maternal 
care. 





HISTORICAL DATA WANTED 


To the Editor: 

To Component County Societies of the Illinois 
State Medical Society: Those of you who at- 
tended the Peoria session of the Society will 
recall the very fine photographic exhibit ar- 
ranged by Dr. Carl E. Black to set forth as fully 
as possible the history of the Illinois State Medi- 
cal Society. A Committee on Archives is very 
anxious to add to this material. Further it is 
asking that each county society appoint a similar 
committee and that it secure from each of its 
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members as much historical data as possible. 
This includes photographs, material from family 
scrap books, newspaper clippings and other ma- 
terial pertaining to physicians in Illinois or of 
those physicians who were once living in Illinois. 

If you do not know what to do with your old 
minute books, please get them into the hands of 
the Committee on Archives. 

Arrangements are being made to store all this 
material with Dr. H. M. Camp, Secretary of the 
Illinois State Medical Society. Your contribu- 
tion should be sent to the undersigned or to Dr. 
Camp. 

Dr. Carl E. Black, Jacksonville ; 
Dr. P. J. McDermott, Kewanee ; 
Dr. D. D. Monroe, Alton, Chairman. 





PLEASE IDENTIFY PHOTOGRAPHS 
Jacksonville, Illinois. 
July 28, 1940. 

To The Editor: 

Many photographs of Illinois physicians were 
handed in at the annual meeting of the Illinois 
State Medical Society in May and others have 
been sent to me here. In a number of cases 
there was insufficient data to show who sent them. 

I am publishing this notice in the ILLINOIS 
MepicaL JourNAL notifying those who have not 
received due acknowledgement to write me and 
I will be glad to express appreciation. 

There is one set of six or eight excellent photo- 
graphs that I do not know who handed them 
in. I would like to show these people proper 
appreciation. Publishing this item in the ILLI- 
No1s MepicaL JouRNAL will at least show the 
right spirit. 

Carl E. Black, M. D. 





PICTURES OF THE PAST PRESIDENTS 
AND SECRETARY WANTED 

Officers of the Illinois State Medical Society 
are extremely anxious to complete the file of 
pictures of all past presidents. There are a num- 
ber missing and it is hoped that someone may be 
able to furnish copies to the Editor of the Jour- 
NAL, Charles J. Whalen, M. D., 25 East Wash- 
ington Street, Chicago. 


President’s Name Year 
co Ne ge rer 1851 
es NS Baik Theat Shay ued « 1854 
eee Ge Gitien Whee 2k ha shies Seth 1864 
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ENE IOOOLO.S: So sian ui tebe als teria 1865 
Me eB ery eer ne te 1867 
Oi ee \ Se ea eee Be ee a 1871 
Secretary’s Name Year 
FE SO HOGIIAROE 88s Bivore ke hee cine Rule oe 1851 





EXTRA COPIES AVAILABLE OF THE 
CENTENNIAL NUMBER OF 
THE JOURNAL 
We have on hand a goodly number of the 
Centennial issue. (May, 1940) of the ILLrinots 
Mepicat Journat. This particular number 
records the progress of medicine in Illinois dur- 
ing the past hundred years. It is really a granary 
of medical historical data. Postage, 10 cents. 
6221 Kenmore Avenue, Chicago, Illinois. 





EDUCATIONAL COMMITTEE 
October Activities 
FOST GRADUATE CONFERENCE: 

3 — Postgraduate conferences were held in Octo- 
ber as a part of the general program recom- 
mended by the House of Delegates at the 
Annual Meeting. These conferences were well 
attended and enthusiastically received in La 
Salle, Decatur and Bloomington. 

Copies of the papers presented at the La 
Salle have been mimeographed and sent to 
all men who registered at the meeting. 
SCIENTIFIC SERVICE COMMITTEE: 

56 — Speakers were scheduled to present scientific 
programs before county medical societies. 
Speakers came from Chicago, down-state, St. 
Louis and Iowa. 

SPEAKERS BUREAU: 

36 — Speakers were scheduled to address lay 
audiences on the following topics which in- 
dicate the trend of thought on the part of the 
public: 

Infantile Paralysis, Adolescence, Cancer, the 
Illinois Marriage Law, Maternal Welfare, 
Middle Age, Mental Hygiene, Child Wel- 
fare, Sulfanilamide, Medical Fallacies, His- 
torical Medicine, Tuberculosis, Skin, Social- 
ized Medicine. 

RADIO: 

Due to the demand for time over the radio by 

political parties and the foreign news broadcast, 

the Committee has had to relinquish some of its 
periods. However at the present time three sta- 
tions are being used in Chicago and copies of 
material presented are being used by downstate 
radio stations. 
MISCELLANEOUS SERVICES TO THE 
PUBLIC: 

25 — Package libraries furnished health leaders and 

speakers. 
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Special material prepared for distribution at meet- 
ings of the Parent Teacher Associations, Jewish 
women’s organizations, Woman’s Auxiliary, IIli- 
nois Federation of Women’s Clubs. 

Moving picture films secured for Parent Teacher 
Associations. 

Series of programs outlined for Y.M.C.A.s. 

Special subjects for series of health lectures before 
high school students forwarded to principals. 

Exhibit prepared for the annual meeting of the 
Illinois State Nurses Association. 

SPECIAL SERVICE TO COUNTY 
MEDICAL SOCIETIES: 

1,404 — Notices prepared and sent to doctors an- 
nouncing scientific programs of these counties — 
Franklin, Perry, Jefferson-Hamilton, La Salle, 
Effingham, Knox, Randolph, Jo Daviess, Schuy- 
ler. 

628 — Special articles were released to the news- 
papers about meetings in Union, Jefferson-Ham- 
ilton, Franklin, Bureau, Knox, Effingham, La 
Salle, McLean, Jo Daviess, Schuyler, North Shore 
Branch and the Tri-County Medical Societies. 

NEWSPAPER SERVICE: 
630 — Editorial releases to newspapers 
358 — Health columns to newspapers 
12,200 — Articles sent to lay list (161 new names 
added during the month of October) 
Articles written and approved 
“Artificial Fever” Arthritis 
Birthmarks Are You Allergic? 
November Days You and Your Blood 
Diabetes a Health Prob- Pressure 

lem Diphtheria Prevention 
A Hunting I Will Go Mental Depression 
The New Drug 





MEETING OF IOWA AND ILLINOIS 
CENTRAL DISTRICT MEDICAL 
ASSOCIATION 

Dear Editor: 

The winter meeting of the Iowa and Illinois Cen- 
tral District Medical Association will be held Friday 
evening, November 15, in the Gold room of the 
Blackhawk Hotel in Davenport, Iowa. 

At 7:45 P. M. Dr. Rieber C. Hovde of Davenport, 
Iowa will give a short paper on “Statistical Analysis 
of 115 Consecutive Operations on the Biliary Tract.” 

At 8 P. M. the guest speaker of the evening, Dr. 
Donald Guthrie, Sayre, Pa. associate professor of 
Surgery of the Graduate School of Medicine of the 
University of Pennsylvania, will address the associa- 
tion on “The Diagnosis of Diseases of the Thyroid 
Gland and their Treatment.” Dr. M. J. Brown of 
Davenport, Iowa will introduce Dr. Guthrie at the 
meeting. 

The discussion will be opened by Dr. H. P. Miller, 
Rock Island, Illinois; Dr. Walter Matthey, Davenport, 
Iowa and Dr. D. B. Freeman, Moline, Illinois. 

A dinner at 6:30 P. M. will precede the scientific 
program. 
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UNITED STATES CIVIL SERVICE 
COMMISSION 

The Commission calls attention to the fact, that 
there is an urgent need for medical officers and senior 
and associate medical officers to fill permanent posi- 
tions in government service. Applications will be re- 
ceived until further notice. The positions pay from 
$3,200 to $4,600 a year. Fourteen specialized branches 
of medicine are included. 

There is also an urgent need to fill junior medical 
officer positions at $2,000 a year at St. Elizabeths 
Hospital, Washington, D. C. 

Full information and application forms for these 
examinations may be obtained at the office of the 
Secretary, Board of U. S. Civil Service Examiners 
at any first- or second-class post office, or from the 
U. S. Civil Service Commission, Washington, D. C., 
or from any of the Commission’s district offices. 





DOCTOR COLWELL’S DAILY LOG FOR 
PHYSICIANS 

The annoucement of a new edition of the DAILY 
LOG (the 14th) always is a reminder that the new 
year is approaching, that income tax returns will 
again be due the first three months of 1941. 

The “DAILY LOG FOR PHYSICIANS” by the 
Colwell Publishing Company, Champaign, Illinois. 
Price $6.00. 

No more striking testimonial for this Physician’s 
aid can be given than the fact that the renewal rate 
in 1939 was 95 per cent. 

The work provides a simple financial record for 
the physician’s desk. 500 pages, loose leaf. All a 
physician — or his assistant — need do is record 
charges, receipts and expenses as they come along. 
Then with simple arithmetic a few minutes’ time, 
IMPORTANT figures appear. Net profit for the 
month, for the year, income tax essentials otherwise 
so laboriously figured, collection losses — these and 
other items are easily located, held for future refer- 
ence. 

The financial side of a practice is the most im- 
portant concern of the Log, but in addition to financial 
sheets are memorandum forms for obstetrics, surgery, 
narcotics, notifiable diseases, inoculations, social secur- 
ity taxes. 

The Log was designed by a practicing physician to 
let him know the condition of-his own practice. Of- 
fered for general sale first in 1927 it has progressed 
from year to year as new needs appeared, but is well 
standardized in principle and has won a wide circle 
of constant friends. 





WOMAN’S AUXILIARY 
COUNTY NEWS 
St. Clair County held its first meeting of the fall 
season, Oct. 3rd in the auditorium of St. Mary’s Hos- 
pital, East St. Louis, with the president, Mrs. O. M. 
McCann presiding. Mrs. Ethelynne Sullivan, Execu- 
tive Sec’y of the St. Clair County Tuberculosis As- 
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sociation gave a short talk and presented the guest 
speaker, Dr. C. Milton Eberhart, District Health 
Supt. of Dist. No. 16. The doctor showed two sound 
pictures, the first; “Behind the Shadow,” dealt with 
Tuberculosis, and the second, “A Chance to Lose,” 
was a story concerning, safety. 

Mrs. W. A. Griffith talked on Legislation and 
Mrs. I. L. Foulon reviewed Hygeia. 

On Monday, Oct. 7th Mrs. R. B. Ellis, Radoi Chair- 
man presented; “The Care of the Skin,” over station 
W.T.M.V. 

Cook County: The first regular luncheon and meet- 
ing of the Woman’s Auxiliary to the Chicago Medical 
Society was held Oct. 2nd at 185 North Wabash Ave., 
Chicago. Dr. Frank F. Maple, President of the Chi- 
cago Medical Society and Mrs. Harry Dooley, Presi- 
dent of the Woman’s Auxiliary to the Illinois State 
Medical Society, were guest speakers. Their subject 
was, “The Aims of the Auxiliary.” The Presidents 
of the various branches of the Chicago Medical So- 
ciety were also guests. 

The North Side Branch of the Woman’s Auxiliary 
(Cook County) presented a novel program at their 
first meeting, held Sept. 16th at the McCormick 
Y.W.C.A., Chicago. It was in the form of an, “In- 
formation Please,” program. Guest Speakers were 
Dr. W. O. Thompson, Sec’y of the North Side Branch 
of the Chicago Medical Society, Mrs. Rollo K. Pack- 
ard, immediate Past President of the Woman’s Aux- 
iliary to the American Medical Society, and Mrs. 
C. G. Goodwin, Parliementarian of the Illinois Fed- 
eration of Women’s Clubs. 

Mrs. C. W. Stuart 





To the Medical Alumni of the 
University of Illinois: 

Col. P. W. Gibson, surgeon in charge of the 6th 
Corps area, will deliver the Armistice Day address 
on Nov. 11 at the University of Illinois, 1853 W. Polk 
St., at 10:45 am. 

You are invited to attend. 

M. H. Streicher 
Secretary, Med. Alumni Assoc. 
College of Medicine 





“DOCTORS AT WORK” 
Arrangements have been made with the Na- 
tional Broadcasting Company for audiences to 
witness the broadcast of the forthcoming Amer- 
ican Medical Association-National Broadcasting 
Company radio program DOCTORS AT WORK. 
This program is in dramatic form, requiring 
ordinarily six actors; sound effects equipment 
and personnel; announcer, and orchestra. It is 
interesting to observe as well as to hear the 

broadcast of productions of this kind 
Physicians living in Chicago or vicinity, or 
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contemplating visits to Chicago, may procure 
tickets to the broadcast by addressing a request, 
stating the date desired and a possible alternate 
date, to the Bureau of Health Education, 535 
North Dearborn St., Chicago. Tickets are free. 
Ordinarily request should be limited to two 
tickets, but in special circumstances larger num- 
bers may be available. 

Programs are scheduled each Wesdnesday 
night, beginning November 13th, at 9:30 p.m., 
central standard time, in the studios of Radio 
Station WENR, 19th floor, Merchandise Mart, 
Chicago. Visitors should be at the studio not 
later than 9:00 p.m. 


A NERVE CURE 

The train stopped in a prohibition town. A man 
thrust his head out of a window and excitedly called 
out: “A woman has fainted in here! Has anyone any 
whisky?” 

A man in the crowd reluctantly put his hand to his 
hip pocket and drew forth a bottle about half full 
and handed it up to the man at the open window. 
To the astonishment of all, the man put the bottle 
to his lips and drained the contents. Then, as the 
train pulled out, he called back to the bewildered on- 
lookers: 

“It always did make me nervous to see a woman 
faint !”—Everybody’s Magazine. 





TREATMENT OF PARKINSONISM 


George Kinberg advises (Nordisk Medisinsk Tid- 
shrift, March 11, 1933) atropine in the treatment of 
Parkinsonism and recommends large dose. He em- 
ploys a 0.5% solution and begins treatment with one 
drop of this solution three times a day. The dose 
is raised by three drops a day until the tenth day 
after which the increase is continued by three drops 
every two days until 60 drops, when the increase is 
made by three drops every three days. The maximum 
dosage that the author prescribes is 84 drops a day. 
Or, pills of 5 milligrams of atropine sulphate may be 
substituted for the drops. He has by this treatment 
cured six cases and confirms the good results obtained 
in this manner by Roemer. 





MOSCOW—Corneas taken from the eyes of corpses 
and preserved by refrigeration have been grafted 
onto living eyes in 440 sight-saving operations, ac- 
cording to Dr. V. P. Filatov, Director of the Odessa 
Institute for Experimental Ophthalmology. The cold 
storage corneas graft far more successfully than 
those from the eyes of living persons, he finds, and 
exercise a beneficial effect on the adjacent tissue of 
the eye. 
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Original Articles 





TRANSURETHRAL APPROACH TO THE 
DIAGNOSIS AND TREATMENT OF IN- 
FECTIONS OF THE SEMINAL 
VESICLES 
Rosert H. Hersst, M.D. 

AND 
JAMES W. Merricks, M.D. 

CHICAGO 

The purpose of this paper is to discuss the 
diagnosis and treatment of the rather large num 
ber of patients with chronic bladder neck infec- 
tions due to persistent seminal vesiculitis. All 
of the patients in this study have had first the 
benefit of the customary measures employed in 
treating bladder neck infections, such as mas- 
sage and instillations. Some patients have had 
more extensive procedures including resection 
of the bladder neck in an effort to eradicate the 
infection. Clinical observations have been sup- 
plemented by the study of postmortem specimens 
of the bladder, prostate and seminal vesicles ren- 
dered transparent by the Spalteholtz method. 

Because of the intimate relationship anatomic- 
ally of the seminal vesicle to the prostate, infec- 
tion in one of these organs usually is accom- 
panied by infection in the other. The seminal 
vesicles are drained only by the comparatively 
small ejaculatory ducts, which pass obliquely 
through the prostate gland to open in the veru- 
montanum on the floor of the prostatic urethra. 
The vesicles are also close neighbors of the lower 
ureter, peritoneum and rectum, a fact of great 
clinical significance (fig. 1). 

The seminal vesicles may become infected by 
one of three routes, as follows: first, by direct 
extension from the prostatic urethra by way of 
the ejaculatory ducts; second, by way of the 
lymphatics; and third, by way of the blood 
stream. From a practical standpoint the major- 
ity of infections in the vesicles begin in the 
prostatic urethra, the greater percentage of 
which originally were due to the gonococcus. 
The infection raging in the prostatic urethra 
then spreads down along the small ejaculatory 
ducts, soon attacking the tubules of the vesicle. 





From the Urological Department, Rush Medical College of 
the University of Chicago, and Presbyterian Hospital. 

Presented before the Section on Surgery, One hundredth 
annual meeting of the Illinois State Medical Society, Peoria, 
May 22, 1940. 
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In the normal course of events as the inflam- 
mation subsides the ejaculatory ducts become 
less swollen, allowing the products of inflamma- 
tion to drain from the seminal vesicles. Coinci- 
dentally the prostatitis clears up. In some cases 
our routine methods of massage and instillations 
are needed to finally remove all lingering infec- 
tion. Thus do a majority of bladder neck infec- 
tions respond to treatment. 

However, it is known that in a fair number of 
instances these patients fail to be completely re- 
lieved of their infection. The cause of this fail- 
ure is partial or complete obstruction of the 
ejaculatory ducts as the result of swelling in 
the duct, products of inflammation blocking the 
duct or fibrosis of the duct wall. A more or less 
complete blocking of the duct virtually converts 
the seminal vesicle into an infected retention 
cyst or chronic abscess. Occasionally pressure 
on the ejaculatory ducts by prostatic stones alone 
or with associated infected prostatic follicles may 
prove sufficient to prohibit free drainage from 
the vesicles. Almost one half of our cleared 
specimens revealed the presence of one or more 
nests of prostatic stones, many of which pro- 
duced some distortion of the ejaculatory ducts. 

In the presence of obstruction of the ejacula- 
tory ducts, what happens when the prostate 
gland is massaged? We merely churn the in- 
fected contents of the seminal vesicles about. 
Since little of the infected contents of the ves- 
icles can drain out through the ejaculatory ducts, 
they are forced back up the vas to the epididy- 
mis, resulting frequently in repeated attacks of 
epididymitis. One patient during three years 
of massage elsewhere had fifteen attacks of right 
epididymitis because of obstruction in the right 
ejaculatory duct. None has occurred now in two 
years since adequate dilatation of the right ejac- 
ulatory duct has been carried out. 

The method of treatment to be described below 
has been used only in those patients with chronic 
prostatitis and seminal vesiculitis who have been 
treated in the ordinary way and who have failed 
to get well. They are not a few. 

Many years ago instruments were devised to 
facilitate the passage of catheters into the ejacu- 
latory ducts, but most of the time the catheters 
perforated the verumontanum, ending up in the 
bladder. The older instruments directed the 
catheters straight backward, not downward, in- 
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Figure 1. Composite drawing of cleared specimens 


(posterior view) showing close relationship of sem- 


inal vesicles, vasa, lower ureters and peritoneum of 
the cul-de-sac. 


ward and backward in the course of the ejacula- 
tory ducts. Success in catheterizing most ejacu- 
latory ducts was achieved by the use of the Mc- 
Carthy instrument, which is a modified panendo- 
scope so designed that sma)l wheels aid in direct- 
ing ureteral catheters (usually No. 4 French) or 
small bougies into the ducts, The seminal ves- 
icles are then visualized by injecting about 2 c.c. 
of diodrast through the catheter when the film 
is taken. 

The symptoms of chronic bladder neck infec- 


tions complicated by seminal vesiculitis are 


varied and lead sometimes to the designation of 
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Figure 2. Dilated right renal pelvis and calices, right 


pyelonephritis secondary to seminal vesiculitis. Nor- 


mal left kidney. 


a patient as neurotic. However, most of the 
complaints may be classified as (1) upper urin- 
ary; (2) lower urimary and genital such as 
urethral discharge, perineal discomfort including 
that well known and frequently described “‘crawl- 
ing feeling,” epididymitis, frequency of urina- 
tion; (3) sexual, including hemospermia, burn- 
ing on ejaculation, sterility; and (4) systemic 
symptoms due to a persistent focus of infection 
in the vesicle resulting among other things in 
arthritis, lower abdominal pain due to peritoneal 


irritation and rectal symptoms associated with 


perirectal abscess. 





Figure 3. Infected, dilated and 
distorted seminal vesicles. Same 


ease as Figure 2. Right vesicle 
more severely infected. 


Figure 4. Abscess of right vesicle. 


Figure 5. Abscess of left vesicle. 
(Same case as Figure 4). 
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Figure 6. Same case as Figures 4 vesicle after 


and 5, nine months later. Abscess 
of left vesicle has disappeared, re- 


maining slight dilation tip right 


Figure 7. 


Upper urinary tract symptoms are portrayed by 
the following case. This man, 58 years of age, ex- 
perienced repeated attacks of chills, fever, pyuria 
and pain in the back, especially over the right kidney. 


Extended periods of massage did not completely clear 
up his chronic prostatitis. Intravenous urograms re- 
vealed his right kidney to be definitely dilated, the 
left kidney normal (fig. 2). 

The seminal vesicles were found to be definitely 
dilated and infected (fig. 3). The urinary tract 
symptoms disappeared after adequate drainage of the 
seminal vesicles had been established by repeated 


catheterization and dilatation of the ejaculatory ducts. 


Evidently the seminal vesiculitis of years standing 


dilatation of the 
ejaculatory ducts. 


Hemospermia. 


filled with old 
blood. 


tubular vesicle 


Figure 8. Partly obliterated and 
dilated right vesicle. Enormous 
dilatation of left vesicle evidently 


origin of repeated attacks of 


ischiorectal abscess. 


Huge, 


produced enough reaction in the lower end of the 
ureter to cause obstruction, resulting in ascending 
pvelonephritis. 

The following case illustrates the varied but closely 
related lower urinary and genital symptoms of chron- 
ic urethral discharge, epididymitis, perineal itching and 
discomfort caused by chronic vesicular abscess. This 
patient, 42 years of age, gave a history of gonorrhea 
ten years previously followed by chronic discharge, 
perineal pain, pain on ejaculation and some hemo- 
spermia. Several attacks of epididymitis had oc- 
curred, 


Local treatment consisting of massage and urethral 





Figure 9. Irregular and distended 
vesicles, with prostatic stones. 


Figure 10. Same case as Figure 9, 
six months later, vesicle smaller 


and more regular, after dilation 
of the ejaculatory ducts. 


Infected, distorted 


Figure 11. 
and partially obliterated seminal 


vesicles in a patient with severe 
arthritis. 
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dilatations were given elsewhere for several years. 
Portions of the bladder neck had been resected trans- 
urethrally, without permanent improvement. 

Upon catheterizing the ejaculatory ducts, a dram 
of pus dripped from the abscess of the left vesicle 
via the left catheter, less from the right vesicle (fig. 
4 and 5), Repeated dilatations of the ejaculatory 
ducts resulted in return of the left vesicle to normal 
nine months later, with slight remaining dilatation 
of the tip of the right vesicle (fig. 6). 

An outstanding instance of sexual disturbance 
marked by hemospermia occurred in a patient, 30 
years of age, who noted a few weeks before admis- 
sion that his semen was loaded with mixed bright 
red and dark blood. He experienced no pain. 

Catheterization of the ejaculatory ducts revealed 
several cubic centimeters of dark blood. Visualiza- 
tion of the vesicles revealed a huge tubular vesicle 


(fig. 7). Repeated instillations of silver salts resulted 


in disappearance of the hemospermia. 

Seldom is the relationship of seminal vesiculitis 
with perivesiculitis to ischiorectal abscess suspected. 
That such a relationship occurs is undoubtedly true. 

A man, 58 years of age, had six operations for 
ischiorectal abscess. Hemospermia was also present. 
Catheterization and visualization of the seminal ves- 
icles revealed the right vesicle to be partially oblit- 
erated and dilated (fig. 8) while the left vesicle was 
enormously dilated. 

The patient has not had an ischiorectal infection 
in two and a half years, the hemospermia has dis- 
appeared and he has gained weight. Undoubtedly 
some of these perirectal abscesses originate in the 
seminal vesicles, and do not recur when the vesicu- 
litis is eradicated. 

Systemic reactions to chronic prostatic infections 
are well known. The following two cases illustrate 
failure to relieve symptoms of arthritis by routine 
massage in our own hands. Improvement occurred 
only after the ejaculatory ducts were dilated and the 
seminal vesiculitis relieved. 

A man, 52 years of age, was incapacitated for 
work by low back pain. Massage by us yielded very 
little secretion, with no improvement in the back- 
ache after more than three months. Roentgenograms 
revealed prostatic stones, irregular and distended ves- 
icles with retraction of the distorted ampullae of 
the vasa toward the vesicles. Perivesicle lymphatics 
are seen (fig. 9). 

Massage after dilating the ejaculatory ducts re- 
vealed large quantities of pus coming from the ves- 
icles. Backache has disappeared. Six months later 
x-ray revealed a smaller vesicle with definite sep- 
aration of ampulla of vas from vesicle (fig. 10). 

Another patient, 37 years of age, was able to walk 
only with canes for about ten years. Coitus intensi- 
fied his joint symptoms and caused perineal pain. 
Previous therapy included vaccines, fever treatments, 
massage elsewhere and by us. Massage, further- 
more, revealed little secretion. 





November, 1940 


Upon dilating his ejaculatory ducts and visualizing 
his seminal vesicles which were greatly distorted and 
infected (fig. 11), subsequent massage yielded large 
quantities of pus. The crippling arthritis has now 
disappeared with subsidence of the vesicle infection. 

Obstructive sterility or sterility based upon 
some obstruction in the seminal system occurs, 
we believe, in the ejaculatory ducts and not in 
the vas itself. One of us (RHH) sounded many 
hundreds of vasa with silkworm gut strands 
years ago in doing vasotomy and rarely found 
obstruction in the vas. Therefore, relief of ob- 
structive sterility should most logically be ob- 


tained by opening the ejaculatory ducts. 


ConcLUSIONS 
1. Persistent seminal vesiculitis is often the 


eause of failure in the treatment of so-called 


chronic prostatitis. 
%. Transurethral catheterization and dilata- 
tion of the ejaculatory ducts with visualization 


of the seminal vesicles offers a valuable method 


in the treatment of these vesicular infections. 


3. The transurethral approach to this prob- 
Jem is based on the sound surgical principle of 


the establishment of adequate drainage. 


4. Evidence indicates that in some instances 
of obstructive sterility the obstruction lies in the 
ejaculatory duct, in dilatation of which should 
open the seminal canal. 

5. It is most important that these patients 
should all be given the benefit of routine treat- 
ment first before this method is practiced. 


DISCUSSION 


Dr. Charles Weller, Aurora: I greatly appreciate 
the opportunity to open the discussion on the excel- 
lent paper which Dr. Herbst has just presented before 
you. I know of no one so well qualified as our 
essayist to talk to us on affections of the seminal 
vesicles. We are all well acquainted with the pioneer 
work in this field which he undertook in conjunction 
with Dr. Belfield some years ago. His interest, con- 
tinuing through the intervening years, is evidenced 
in the work reported in this paper. The day of 
vasotomy and retrograde injection of the vesicles with 
antiseptic preparations proved of great value in the 
treatment of infection of these organs for a long time, 
but all of us who have lived through this era have 
met with repeated disappointments in individual 
cases. The reasons for most of these failures, I am 
convinced, can be ascribed to obstructions of the 
ejaculatory ducts by cicatrization, inflammatory infil- 
tration, or foreign body within or without the duct. 

In my brief experience with the procedure which 
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Dr. Herbst is endorsing before you, I have found it 
technically difficult to master, but of unquestionable 
diagnostic and therapeutic value, potentially com- 
parable to ureteral catheterization and pyelography. 
It requires full understanding of the structures in- 
volved and their anatomic variations, coupled with 
an exceptiona] mastery of the technic of posterior 
urethroscopy. Given these qualifications, obstructions 
of the ejaculatory ducts may be readily overcome, the 
vesicles visualized by x-ray, and infectious conditions 
treated by drainage and instillation of antiseptic 
solutions. 

Dr. Herbst has tabulated and described the various 
types of clinical cases in which this procedure is in- 
dicated. Although it is not my purpose to quote 
eases which parallel in type those which Dr. Herbst 
has reported, I would like briefly to recount two 
eases which seem to me of particular interest. The 
first is a patient, 40 years of age, who had been thor- 
oughly treated by men of excellent reputation em- 
ploying the usually accepted methods of prostato- 
vesicular massage, instillations, etc., including bilateral 
vasotomy. He had complained for fourteen years 
of perineal fulness on the right side, recurrent at- 
tacks of pain in the right lower quadrant of the ab- 
domen, not relieved by appendectomy, and repeated 
attacks of urethritis. After several attempts to dilate 
his right ejaculatory duct, a cicatricial obstruction 
was overcome and the vesicle treated by lavage and 


instillation of five per cent, collargol solution. He 


has been symptom-free for more than a year. 
The other is the case of a young man of 26 years, 


with acute gonococcal urethritis and left epididymitis. 
As the condition seemed to be slowly improving under 
the usual methods of treatment including moderate 
doses of sulfapyridine, he developed a gonorrheal 
knee and ankle. As soon as his urethritis had suf- 
ficiently subsided, the ducts were dilated quite easily 
and the vesicles treated. With drainage provided the 
joint condition which had previously persisted in 
spite of all management showed steady and rapid 
improvement, a result which in my previous experi- 
ence has only been paralleled by vasotomy in a few 
similar cases. Numerous other examples of the bene- 
ficial effects of this procedure could be cited. But 
aside from therapeutic value, proven or potential, 
I cannot but look forward expectantly in the hope 
that as these studies are pursued still further we may 
develop a classification of our roentgenologic findings, 
eventually providing a classification of various patho- 
logie types. 

Who can say but what vesiculography some day 
may become as exact a diagnostic aid in seminal 
vesical affections as ureteropyelography is today in 
renal conditions? 

I firmly hope and believe that Dr. Herbst is now 
bringing into the final stages of fruition the work 
which he started in conjunction with Dr. Belfield and 
to which he has devoted so large a portion of his 
interest throughout a very productive professional 
career, 
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The use of the term “Chemotherapy” — signi- 
fying the treatment of infectious diseases with 
specific chemical substances — has, in the last 
few years, represented an increasingly important 
part of our materia medica. We are by now 
familiar with the use of quinine in malaria; of 
the arsphenamines in syphilis; of pentavalent 
arsenic compounds in amebiasis; of compounds 
of antimony in Kala-azar and Oriental sore; of 
mercury and bismuth compounds in syphilis, 
and others. Now for the first time, with the 
advent of the sulfonamides, we have extended the 
scope of effective chemotherapy to the field of 
bacterial infections. Many of the details of these 
agents involved remain without satisfactory ex- 
planation — questions of mode of action, toxi- 
city and species specificity remain without com- 
plete answer, However, the clearly demonstrated 
ability of these compounds to combat certain bac- 
terial infection has won them a high place in 
therapeutics. 

Chemotherapy with the sulfonamides has 
progressed so rapidly that a voluminous and 
poorly organized literature has accumulated, 
more rapidly than we can conveniently absorb it, 
in many casess, In this opening paper then, we 
will present a little of the development of the 
sulfonamides — preceding a discussion of the 
chemical aspects, the basic pharmacology of the 
group, a brief discussion of modes of action, and 
some introductory material on toxicity and ther- 
apeutie application. 

Historical: In May, 1933, Dr. Foerster, of 
Dusseldorf, reported on the treatment of a 
Staphylococcal infection with Streptozon (Ne- 
oprontosil). The outstanding success of his 
treatment incited the subsequent story of sul- 
fonamide triumphs, and justifies a bit of remi- 
niscing on the earlier history of these com- 
pounds. 

Back in 1881, the immortal Koch attempted 
to cure guinea pigs of experimental anthrax in- 
fection by the use of mercury salts. His failures 
discouraged further attempts at bacterial chemo- 
therapy for nearly thirty years — however, his 
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work in the staining of bacterial showed that cer- 
tain organic dyes, or stains, could selectively 
enter and permeate the bacterial cell. This find- 
ing has been of great importance to pharmacol- 
ogy and medicine as well as to bacteriology. 

Ehrlich became vitally interested in this work 
by Koch in the staining of bacteria — an interest 
which almost flunked him out of medical school. 
Ehrlich tried to show that certain toxic or anti- 
septic groups or radicals could be united with 
these organic dyes — that the dye, by selective 
permeability for bacteria, would thus carry the 
bactericidal agent into the body of the bacteria, 
and would also lessen the toxicity of the com- 
pound for the host. Erlich subsequently became 
interested in protozoan chemotherapy and the 
arsphenamines, but his thought carried on, and 
the idea of universal antiseptics has lasted till 
the present day. Following Erlich, the attempts 
by Morgenroth and Levy to use ethylhydrocu- 
preine against pneumococcal infections experi- 
mentally (1911), and their failure to show ade- 
quate, safe protection, again postponed progress 
in bacterial chemotherapy. 

In 1908, Gelmo, a research chemist for I. G. 
Farbenindustrie Dye Works, Germany, synthe- 
sized the compound p-aminobenzenesulfonamide. 
He knew nothing of its therapeutic potentiali- 
ties, and saw it only as an intermediary in the 
composition of organic dyes with certain supe- 
rior features in stability and fastness. In 1909, 
a preliminary investigation by Horlein, Dressel 
and Koethe demonstrated that a related com- 
pound — number 8 on the chart — possessed an 
ability to combat experimental streptococcic in- 
fection. For some reason, this work was buried 
for twenty-odd years, although Domagk refers 
to this compound in his paper of 1936. During 
the next few years, Eisenberg attempted to cure 
experimental infections with certain azo dyes of 
the chrysoidine type, and Heidelberger and 
Jacobs were able to show some activity for com- 
pounds of dihydrocupreine, in azo linkage with 
certain organic amines. However, during these 
few years, attention centered on the idea of non- 
‘specific bactericides, and the. first four com- 
pounds on the chart, representing chiefly non- 
specific urinary antiseptics, were developed and 
investigated. In ‘1920 the basic formula for 
Prontosil was patented by the Farbenindustrie 
Dye Works — this patent was recognized in 
England in 1935. 
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In 1932, Mietsch and Klarer added the sulfa- 
mido group to the original chrysoidine, and dem- 
onstrated that the compound possessed value 
against experimental streptococcal infections: 
This work, soon followed by Dr. Foerster’s report 
of clinical use in 1933, set off a concentrated 
program of research which is still going on, and 
which has been responsible for the commanding 
position of the sulfonamides in the materia med- 
ica of today. 

The first systematic reports of experimental 
data relating to the sulfonamides were contained 
in the history-making contributions of Gerhard 
Domagk in 1935-6. His results were ideal — 
all of his infected, non-treated animals died, and 
all his infected animals, treated with the sulfon- 
amides, lived. Further investigations under 
Domagk resulted in the patenting in 1935 of the 
compound Protosil I by Mietsch and Klarer. 
This compound was brick-red in color, and only 
slightly soluble in water. From it was developed 
the more soluble sodium salt of a compound in 
which the original diaminobenzene portion of the 
molecule was replaced by the substituted naphth- 
alene ring as seen in formula 6. This compound 
retained the red color, but was soluble some four 
per cent in water. It is referred to in the foreign 
literature as Prontosil II, but was introduced 
into this country as Prontosil in 1936. The first 
reference to the sulfonamides in American liter- 
ature appeared as an abstract of a German arti- 
cle, in the J.A.M.A. of June 13, 1936. However, 
during the year of 1935, a few investigations 
were carried on in this country — the first use 
of Prontosil in the United States is attributed to 
Dr. Ashley Weech in New York City, July, 1935. 

French workers, not to be outdone by the Ger- 
man workers, became active about 1935, led by 
Professor Constantin Levaditi. Several series of 
experiments in France, by Levaditi and Vais- 
man, by the Tréfouels, Nitti and Bovet, and by 
others, brought out corroborative reports, and 
led to the development of many new compounds 
of sulfonamides. 

In 1935, the Tréfouels, with Nitti and Bovet, 
reported that the p-aminobenzene sulfonamide 
portion or nucleus was the really active part of 
the Prontosil molecule, and was highly active by 
itself — that furthermore, the various substitu- 
ents on the ring merely modified its activity. 
This view was accepted by Domagk in 1936, and, 
since that time, most of the laboratory investiga- 
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tions have used this nucleus as the starting or 
fundamental compound for study and compari- 
son. This work brought to the limelight the 
work of synthesis by Gelmo in 1908 — 28 years 
previously. 

Two masterly papers, one by Colebrook and 
Kenny, the other by Buttle, Gray and Stephen- 
son, appeared in the English literature in 1936. 
These aroused the interest of the English speak- 
ing peoples, and paved the way for a series of 
valuable papers by these men on experimental 
infections, new compounds and laboratory inves- 
tigations. Their first two papers confirmed, in 
very orderly fashion, the reports that controlled 
experimental laboratory infections with hemoly- 
tic streptococcus could be overcome by sulfona- 
mide derivatives. 


Since 1936, the search has been for new deriv- 
atives of the sulfanilamide nucleus, capable of 
exerting activity with less danger of toxicity, 
and for compounds possessing a higher efficiency 
against some of the bacterial offenders which are 
relatively immune to the action of sulfanilamide. 
Probably over a thousand compounds have been 
reported up to the present time — many of these 
have shown no value, but from them have been 
selected the compounds so familiar to us all to- 
day. In this country, Marshall and his associates 
have led the field of pharmacological investiga- 
tion, while Rosenthal and Bauer, Long and 
Bliss, and Mellon and his associates have taken 
a prominent place in the field of bacterial chemo- 
therapy. 


One of the outstanding compounds in the 
group was given to the world in May of 1938, 
when Whitby in England reported that the 
compound sulfanilamido-pyridine, or sulfapy- 
ridine, had shown increased efficiency against 
pneumococci types 1, 2, 3, 4, 5, 7 and 8. This 
compound, after several] confirmatory reports on 
activity, was marketed in England by May Baker 
as Dagenan, or “M and B 693.” The drug was 
released for experimental use in the United 
States late in 1938, and has since assumed a po- 
sition of commanding importance in treating 
pneumococcal as well as other infections. 


In the fall of 1939, Barlow and Homburger 
reported on the use of thiazol derivatives of 
sulfanilamide in experimental infections; and 
from this work has arisen the three compounds 
— sulfathiazol, sulfamethylthiazol, and sulpa- 
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phenylthiazol. In a study in vitro of the bacter- 
iostatic properties of these compounds, Lawrence 
has shown that they are superior to sulfanila- 
mide or sulfapyridine in their inhibitory action 
against several types of pneumococci and against 
Group A beta hemolytic Streptococci. The 
methyl and phenyl derivatives were especially 
active against cultures of Straphylococcus aur- 
eus — sulfanilamide and sulfapyridine showed 
only moderate action against the Staphylococci 
cultures. 

At the recent meetings of the American Chem- 
ical Society in Cincinnati, a new compound of 
sulfanilamide-pvrimidine was reported by Drs. 
Roblin, Williams, Winnek and English of the 
Stamford Research Laboratories of the American 
Cyanimid Company. This compound, called 
Sulfadiazine to eliminate confusion with sulfa- 
pyridine, has tentatively and experimentally 
shown a superiority over sulfanilamide, sulfa- 
pyridine, and the sulfathiazols in the treatment 
of experimental infections with pneumococci, 
streptococci and staphylococci in mice. At this 
same meeting, Drs. Mellon and Shinn of West- 
ern Pennsylvania Hospital cited results which 
showed an increased activity obtained with cer- 
tain hydroxylamino compounds of sulfanilamide 
and sulfapyridine over the original compounds. 
The trial of these compounds was engendered by 
recent studies in mode of action, and will be men- 
tioned again in that connection. Lin and Howell, 
at the same meeting, showed that some value 
in the treatment of experimental tuberculosis 
in guinea. pigs might be assigned to the simul- 
taneous use of sulfanilamide and dinitrophenol, 
on the basis of their experimental results. In 
view of the recent F.D.A. ruling prohibiting the 
use of dinitrophenol for human therapy, even on 
prescription, the value of this work is doubtful. 

Due to the immediate and enthusiastic recep- 
tion of the earlier compounds into therapeutics, 
most of the earlier work was carried out along 
clinical lines — up until about 1937, most of 
the literature was a rather jumbled mixture of 
clinical reports and hasty laboratory findings — 
frequently contradictory. Only in the last three 
years or so have we settled down to a thorough 
investigation of these drugs — their mode of ac- 
tion, their toxicity, chemical correlation and 
rationale. Out of this study, we may expect an 
even greater value from the group of sulfona- 
mides. 
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Chemical Considerations: Chemical interest 
in these compounds centers around three phases: 
1. Possible relationships between structure and 
therapeutic activity; 2. Methods of recovery and 
determination of the drugs from biological sam- 
ples; and 3. Changes in structure brought about 
by metabolic processes. In this discussion, sul- 
fanilamide is used as the subject, since funda- 
mental findings with this compound may be con- 
sidered as equally valid for the derivatives, in 
most cases. 


It is readily seen that the structure of sulfanil- 
amide is relatively simple; yet, in this structure, 
several points are of interest. In the first place, 
the amino group and the sulfamido group must 
be in the para position on the benzene ring — 
parallel compounds with these groups in the 
meta or ortho positions have shown little or no 
activity, therapeutically. Secondly, although the 
presence of four unused positions on the benzene 
ring has constituted a challenge to the true 
chemist, the substitution of other groups or 
radicals into one or more of these positions has 
not improved the activity or resulted in com- 
pounds of noteworthy therapeutic merit. 


Removal of the amino group destroys the ac- 
tivity of sulfanilamide, while blocking of the 
group, as occurs in the conjugation, greatly les- 
sens therapeutic value with little reduction in 
toxicity. Removal of the sulfonamide group 
leaves us with the highly toxic compound, aniline 
— of no value in this connection. 


In the early works of the French school, the 
statement was made that the presence of the 
amino group, and of the substituted sulfone 
group in the para position was necessary for 
chemotherapeutic activity. However, Rosenthal 


and Bauer have reported that therapeutically ac- . 


tive compounds have been prepared in which the 
sulfur of the sulfonamide group is replaced by 
such elements as arsenic, carbon and phosphorus, 
and that hence, the sulfur is not essential to ac- 
tivity against bacterial invasion. This is borne 
out by the recent preliminary report of Dr. 
Gruhzit, that sodium paranitrobenzoate has 
shown experimental value against streptococcus 
viridans infections. However, it is true that the 
only compounds used to any extent, or which 
have demonstrated outstanding therapeutic val- 
ue, do retain the sulfur in the sulfone group, 
para to the amino group. Many compounds, not 
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containing the sulfonamide group or its counter- 
parts with other elements, have been shown to 
possess chemotherapeutic activity experimental- 
ly. Mercaptans, disulfides, sulfinic acids, sulfonic 
acids, sulfoxides, and sulfones with an aromatic 
nucleus have been reported of value against ex- 
perimental streptococcic infections. In nearly 
all of these active compounds, there is, however, 
an amino, a nitro or a substituted amino group 
on the ring, para to the sulfur radical. Azo 
compounds, in which the amino group is blocked, 
are active due to the ready splitting of these com- 
pounds to yield R—NH2 compounds. It is odd 
that, while in the parent ring of the diphenyl 
compounds, the para substitution is almost a re- 
quirement, substituents in the ortho position in 
the second ring produce the most active com- 
pounds. Such substituents in the second ring 
are carboxy groups or sulfonic acid groups as 
seen in Neoprontosil. 


It is clear that modification of the amido 
group, or the sulfonamido group, may produce 
interesting changes in activity. We see this in 
the results obtained by substituting pyridine for 
one of the hydrogens of the amido group to yield 
sulfapyridine and improved action against pneu- 
mococcic infections; by substituting the thiazol 
group and apparently enhancing the activity 
against staphylococcic infections; or by intro- 
ducing another sulfonated benzene ring and pro- 
ducing the various di-sulfanilamide derivatives. 
There is, as yet, no correlation or prediction pos- 
sible that would tie up therapeutic activity or 
species specificity to chemical composition, other 
than what information we can gather by observa- 
tion and comparison. 


There is no reaction by which sulfanilamide 
may be accurately determined in biological ma- 
terial by gravimetric or volumetric means. Meth- 
ods for combustion analysis of isolated sulfanil- 
amide, and material on the physical and chemi- 
cal constants of the outstanding members of the 
group are known and have been confirmed. 
However, we have been forced to resort to color- 
imetry for the estimation of these materials in 
clinical or experimental material. Early in 1937, 
Marshall and his associates published a method 
for estimating sulfanilamide in blood, urine and 
tissue, based on some earlier work by Fuller in 
England. The method consists essentially of 
diazotizing the sulfanilamide with nitrous acid 
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in and acid medium, and coupling the diazo 
compound with one of the substituted naphthyl- 
amines to produce a colored solution. This is 
then estimated by colorimetric comparison with 
a standard solution of sulfanilamide, similarly 
treated, in the colorimeter, or by the use of the 
newly developed photelometer. 


Various workers have revised the method, and 
the color produced varies with the acid used, 
the naphthyl derivative used, and the technique. 
Several of the technical steps have been modified 
in our laboratory, and the accuracy of the re- 
covery and estimation from urine, blood, and 
various tissues has been shown to be within plus 
or minus 3% of the theoretical amount present 
— this is about the limit of accuracy of the 
colorimeter. This degree of accuracy is sufficient 
for practically all work, but it may be stated that 
none of the methods now in general use are en- 
tirely satisfactory for all purposes. 


The importance, clinically, of the method for 
estimating these drugs lies in the necessity of 
controlling the blood level of sulfanilamide with- 
in rather close limits — below the toxic level, if 
we may thus speak of it, and yet sufficient for 
maximum therapeutic effect. Either trichlorace- 
tic or p-toluenesulfonic acid is suitable for use 
in the determination, since either acid serves 
both to acidity the diazo reaction, and to precipi- 
tate protein matter present in samples like 
bloods. Chemical aspects of metabolic processes 
will be considered in the discussion of the phar- 
macology of the compounds. 


Basic Pharmacology: Toxicity studies indi- 
cate that there is something of an inverse propor- 
tionality between size of test animal, and the 
toxicity of the sulfonamides for that species. 
Thus, lethal doses for mice are reported as 4 to 
6 grams/Kilo; for rabbits, as 2 to 3 grams/Kilo, 
with most figures for the rat being intermediate 
between these. Dogs appear to be more resistant, 
while guinea pigs appear to be even more sus- 
ceptible to the group than rabbits. The chicken 
is very susceptible to sulfanilamide, while the 
frog is very resistant, and the fish relatively 
susceptible. It is evident from the clinical pic- 
ture that toxicity in the human is greater than 
animal studies originally led us to predicate. 
Little is known on the subject of chronic toxicity 
—doses considerably above the clinical level given 
for many weeks do not apparently affect dogs, 
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or change the growth curve of young rats. No 
pathological lesions have been uniformly found 
at post-mortem examination in such animals. 
Rimington found, however, that rats given sul- 
fanilamide in the food showed a marked increase 
in urinary and fecal prophyrin, and a loss in 
weight. Occasional reports of pathology in 
spleens, livers, kidneys, and lungs, as well as 
degenerative changes in the spinal cord have 
been published. 


The oral route is preferred wherever possible. 
The drug is rapidly absorbed from the gastro- 
intestinal tract — it may be demonstrated in the 
urine in a few minutes. Parenteral administra- 
tion has no marked advantage, where oral inges- 
tion is possible, and may even hasten elimination 
— rendering the maintenance of a suitable blood 
level more difficult. 


After absorption, occurring largely in the duo- 
denum and the upper jejunem, sulfanilamide is 
rapidly and almost impartially distributed 
throughout the fluid medium of the body. Little 
specificity of distribution or affinity for any par- 
ticular organ is noted — the drug follows the 
distribution of water in almost the same general 
sense as does alcohol, and has even been pro- 
posed as a means of studying the distribution of 
water. Following the ingestion of a dose, the 
level of drug rises to a peak in the blood in three 
or four hours — to equilibrium with tissue fluids 
— and then passes back out from the tissues, 
through the blood and out in the urine as excre- 
tion progresses. Absorption is virtually com- 
plete in four hours. Such a single dose is almost 
completely eliminated in about 48 hours — 
largely by the kidneys, with smaller amounts 
leaving the body via the feces and the perspira- 
tion. We have, from the urine alone, recovered 
as high as 90% of an ingested single dose of 
sulfanilamide. From these statements, the clin- 
ical practice of giving doses at intervals of three 
to four hours is justified, and necessary to the 
maintenance of optimal blood levels. For ex- 
ample, to maintain a blood level of ten milli- 
grams of sulfanilamide per 100 cc. in a 7%0- 
Kilogram man, an initial dose of 4.8 grams, 
followed by 1.2 grams every four hours day and 
night is necessary. This dosage may produce 
levels of 10 to 15 milligrams percent. To main- 
tain sulfanilamide levels of 4 to 8 milligrams 
percent in the same man requires about 0.9 gram 
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every four hours, day and night. 

Some of the di-sulfanilamides, and particular- 
ly sulfapyridine, are absorbed and eliminated at 
very slow and irregular rates, and to maintain 
the blood levels usually sought — 4 to 8 milli- 
grams percent — larger doses are required. Thus 
for sulfapyridine, initial doses of three to four 
grams, followed by 1 gram every four hours may 
be needed. Elimination of sulfapyridine is also 
irregular — only about 50 to 65% of ingested 
sulfapyridine is recovered in the urine, and most 
of the balance is presumably decomposed in the 
body. 


Compounds of the Prontosil type are apparent- 
ly split at the azo linkage to yield sulfanilamide, 
plus a napthyl compound — each of these is 
then handled, detoxified and eliminated separate- 
ly. Compounds such as sulfapyridine and sulfa- 
thiazol, do not thus split up, and merely acety- 
late like sulfanilamide. Reports indicate that the 
azo compounds are more completely split at the 
azo bond in the presence of infecting organisms, 
either in vitro or in vivo. 


In the dog and the frog, no combination or 
conjugation of the sulfanilamide nucleus oc- 
curs — the drugs, as sulfanilamido, sulfapyri- 
dine or sulfathiazol are eliminated in the free, 
uncombined form. In man, the mouse, the rat, 
the guinea pig, rabbit, cat, pig, cow, horse, mon- 
key, chicken, and fish, excretion is found to be in 
both the free and a conjugated form — there is 
considerable species variation in the extent of 
conjugation. As a rule, sulfapyridine conjugates 
more completely than sulfanilamide, while the 
sulfathiazol compounds show the lowest levels of 
conjugation of the three mentioned. The conju- 
gation is considered to be a detoxifying mechan- 
ism, and the conjugated form is regarded as in- 
ert, therapeutically. Marshall and his associates 
have shown clearly that this conjugated form is 
an acetyl group, with acetylation on the amino 
group. ‘The liver appears primarily involved in 
the conjugation, and conjugation by liver slices 
in vitro has been shown. 


In the animal body, after sulfanilamide, both 
the free and combined forms are found in all 
the tissues and fluids — usually, conjugation is 
rather low in the brain, and in fatty tissue. Both 
are found in the digestive fluids, in transudates, 
bile, and cerebrospinal fluid. The drug and its 
conjugate pass readily through the placenta. In 
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the blood, the plasma contains less drug than 
the corpuscles, in spite of the higher water con- 
tent in the plasma. Undoubtedly, this rapid and 
impartial distribution of these drugs is a factor 
in their chemotherapeutic activity. 

In the kidney, all the blood sulfanilmaide is 
apparently filtered out in the capsular fluid until 
capsular urine and plasma concentrations are 
equal, but about 70% of the capsular content is 
resorbed in the tubules. Clearance is hastened 
by an increased rate of urine flow — hence the 
pushing of fluids to hasten elimination in cases 
of toxicity. However, in some laboratory experi- 
ments on excretion in human subjects, the in- 
creases in elimination were not equal in magni- 
tude to increases in urine output during a given 
period. 

Mode of Action: A great deal of work has 
been devoted to studying the mechanism of ac- 
tion of the sulfonamides. In spite of numerous 
investigations, there is as yet no satisfactory ex- 
planation of how these drugs produce their 
effects. In general, any explanation of mode of 
action should clear up three important problems: 

1. It must explain the relative inactivity of 
the group against cultures in vitro. 

2. It must explain the marked increase in ac- 
tivity or potentiation noted when these 
agents are introduced into the animal body. 
It should explain species specificity. 

3. It should provide some explanation for the 
varied toxic manifestations, particularly 
those affecting the blood elements. 

It is only fair to remark that we may never 
know answers to all these. Perhaps for no drug 
do we know the actual ultimate cellular response 
which produces the effect. 

All are agreed that the azo compounds, like 
Prontosil, are without effect in vitro. Opinion 
is divided as to the effect of sulfanilamide on 
hacteria directly, with most workers conceding a 
hacteristatic or inhibitory action only. Bacteri- 
cidal action in most cases has required a high 
concentration of drug, a relatively unnatural 
medium, or use of very small inocula of bacteria. 
It is generally found that the action of sulfanila- 
mide, in vivo, or in vitro, is best against strains 

of streptococci of high virulence — strains of 
low virulence are much less affected. Sulfapy- 
ridine, on the other hand, seems to exert a defi- 
nite bactericidal or static action against the 
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pneumococcus, and sulfathiazol has been shown 
to inhibit growth of staphylococci invitro. Var- 
iations in strains, in cultures and in techniques 
have led to varying results, but the evidence is 
not clear that we can accept the action of the 
sulfonamides as being a direct action between 
drug and organism. 

Levaditi and Vaisman postulated the idea that 
the drug interfered with capsule formation, and 
later agreed with Osgood that the drug neutral- 
ized certain toxins elaborated by the streptococ- 
ci. Kenny and others believed in a simple synerg- 
ism between drug and the defense mechanism of 
the body. Lockwood’s work led him to believe 
that the drugs simply interfered with the ability 
of the streptococci to utilize serum proteins for 
food. Long and Bliss reported an altered mor- 
phology in infecting organisms after sulfanila- 
mide — a tendency to form chains in the pneu- 
mococci, rather than the more virulent diplococ- 
cic form. 

Locke, Main and Mellon, Mellon and Shinn, 
and Fuller and Maxted noted that the organisms 
of this group all produce peroxide in their metab- 
olism, but cannot prevent its accumulation, and 
are, moreover, susceptible to H.O2. They depend 
for growth, then, on the destruction of H,02 by 
the catalase from cells. Such agents as hydroxyl- 
amine, and other oxidation products of sulfan- 
ilamide, can inhibit catalase and permit the ac- 
cumulation of H,02. An increase in anti-catalase 
activity has been reported in animal studies fol- 
lowing sulfanilamide, and out of this work has 
grown the theory that sulfanilamide merely per- 
mits the accumulation of toxic levels of H202 — 
this H,O, is the agent responsible for killing the 
organisms. Schaffer has done work on the oxi- 
dation potentials of a number of decomposition 
products of sulfanilamide in support of the 
theory. This theory has been criticized repeated- 
ly, and does not fit in as yet with clinical or 
laboratory findings. I don’t feel that levels of 
peroxide capable of killing these cocci in body 
fluids have been shown — furthermore there is 
no good evidence that the necessary amount of 
decomposition of drug actually occurs in the 
body. Attention is now centered on the theory of 
bacteriostasis — possibly stimulated by the diffi- 
culty encountered in attempting to study the 
so-called “defense mechanisms” of the body. 

Manifestations of Human Toxicity: In view 
of the probable presentation of this topic in 
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later papers, only a preliminary outline of these 
will be presented here: 

1. Systemic reactions — cyanosis, malaise, 
nausea, fever, vomiting, dermatitic rashes, 
and acidosis. 

2. Toxic involvements of the central and peri- 
pheral nervous systems: anorexia, dizzi- 
ness, drowsiness, headache, melancholia and 
weakness — pathology in spinal columns, 
and peripheral neuritis. These effects are 
significantly aggravated by alcohol. 

3. Sensitization phenomena — idiosyncrasy, 
photosensitivity, etc. 

4, Changes in the blood picture: hemolytic 
anemias, agranulocytosis, or neutropenia. 

5. Miscellaneous observations: Calculi of 
acetylsulfapyridine found in_ urethral 
tracts, and the seeming incompatibility be- 
tween x-rays and sulfanilamide. 

By way of prelude, then, to the therapeutic 
discussion to follow, we may say that laboratory 
experimentation has given to the therapeutists 
a group of chemical drugs, of known composi- 
tion, which have demonstrated a clear chemo- 
therapeutic activity against certain specific bac- 
terial strains, with a less definite action against 
many other experimental infections. We have 
not demonstrated the relationship between struc- 
ture and specific activity; nor have we shown 
a satisfactory mode of action, or an explanation 
of toxic reactions. We have shown lethal doses 
for various animals, and that these are not an 
accurate indication of human toxicity. We have 
shown the metabolism and fate of these drugs 
in the animal body, and that nothing of strik- 
ing importance is to be found in such data. 
Methods for determination have been demon- 
strated, as an aid in clinical control in medica- 
tion. We have been able to demonstrate no 
correlation between toxic phenomena noted, and 
the size of dose, age or characteristics of patient, 
and disease for which treated. 

In short, we have here a group of drugs which 
have offered marvelous powers of healing in a 
group of infectious diseases for which we pre- 
viously had little in the way of treatment — 
@ group of drugs, however, which possesses a 
definite and poorly understood power to harm 
patient as we!l as organism, and concerning 
which much remains to be explained. It seems evi- 
dent that sulfanilamide is still the drug of choice 
in streptococcal infections, with sulfapyridine 
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of some value in both experimental streptococcic 
and staphylococcic infections, but primarily of 
value in the pneumonias. Preliminary work by 
Barlow and others justifies hope for clinical 
value for the thiazol derivatives in treating 
staphylococcic infections, and Dr. Gruhzit’s pre- 
liminary paper ascribes promising value to the 
use of sodium paranitrobenzoate in treating 
Streptococcus viridans infections, at least ex- 
perimentally. Considerable care and control in 
the handling and administration of these drugs 
is clearly necessary. It seems clearly apparent 
that continued cooperative effort between the 
clinician, the pathologist, the bacteriologist and 
the pharmacologist is necessary to the reduction 
of therapeutic accidents, as well as to the full 
realization of the clinical value inherent in the 
sulfonamides. 

1853 W. Polk St. 





THERAPEUTIC APPLICATIONS OF 
SULFANILAMIDE AND ALLIED 
COMPOUNDS 
E. M. K. Geriine 


From the Department of Pharmacology of the 
University of Chicago 


CHICAGO 

The introduction of the sulfonamides into 
medicine for the successful treatment of bac- 
terial infections is rightly regarded by many as 
marking a new epoch in the history of medi- 
cine. The compounds whose history and chem- 
istry have just been sketched for you by Dr. 
Mayer have been used for only a little more than 
four years. In this short time the interest 
aroused in them has been world-wide.. The 
number of new compounds belonging to this 
class is growing almost daily, and along with 
this growth there have also arisen many serious 
problems; the chief of these is the prevention 
of the promiscuous use of these new chemicals. 
No one group is powerful enough to check the 
abuse and premature use of these substances. 
It requires the combined efforts of the Govern- 
ment, the American Medical Association, and 
related associations, as well as the research work- 
ers and clinicians. 

One of the most important aids in checking 
the promiscuous use of these new drugs, many 


of which are powerful and have dangerous toxic 





Read before section on Eye, Ear, Nose and Throat, Illinois 
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November, 1940 


effects, is the new Federal Food, Drug, and 
Cosmetic Act, which has become operative re- 
cently. One of the provisions of this new law 
is that no new medicinal agent shall be intro- 
duced into general practice until the Govern- 
ment has released it. This provision thus makes 
it imperative that a new drug must be carefully 
studied in the laboratory, then tried clinically by 
physicians who have the facilities and training 
for doing careful research work. Only after 
these preliminary studies which entail an enor- 
mous amount of work does the Government re- 
lease the drug for use in general medical prac- 
tice. The Council on Pharmacy and Chemistry 
of the American Medical Association, while hav- 
ing no legislative powers, is most helpful to 
the medical profession by publishing prelim- 
inary reports and reviews on the newer drugs in 
the Journal of the American Medical Associa- 
tion. 

The tragic Elixir of Sulfanilamide episode 
which occurred in September and October, 1937, 
no doubt played an important role in bringing 
about the passage of the new Federal Food, Drug, 
and Cosmetic Bill. I believe that the food and 
drug laws in most states will be changed to con- 
form with the new Federal law. This episode 
cost the lives of over one hundred people, who 
were given an elixir of sulfanilamide made up 
of 70% diethylene glycol in which the sulfanil- 
amide was dissolved. This preparation was 
rushed on the market without proper testing. 
It was the diethylene glycol which killed the 
people, and not the sulfanilamide. The firm 
responsible for the preparation and distribution 
of this “elixir” pleaded guilty and was heavily 
fined. It is believed that the new law will make 
a recurrence of the “elixir episode” impossible. 

It may be well to reiterate briefly the type 
of examination to which a new substance should 
be submitted before it is used on human beings: 

1. If at all possible, the exact composition 
(qualitative and quantitative) should be known; 
or, if not obtainable, the detailed method of 
preparation of the product. 

2. Acute toxicity studies on a sufficient num- 
ber of laboratory animals of different species 
should be made; studies on one species alone 
may be very misleading. 


3. Chronic toxicity experiments at varying 
dosage levels and with different species must 
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be performed in order that any possible cumu- 
lative effect of the drug may be noted. 

4. Careful and frequent observations of the 
animals are necessary, so that a composite pic- 
ture of the clinical course is available. The 
data on many drugs are very deficient in this 
respect. 

5. Careful pathologic examination of the tis- 
sues with appropriate stains is necessary. 

6. Effects of the drug on animals with ex- 
perimental lesions of various important excre- 
tory or detoxifying organs, especially of the 
kidneys and liver, should be studied. 

%. The rate of absorption and elimination of 
the drug, its path and manner of excretion, and 
the concentration levels in the blood and tissues 
at varying times after administration must be 
determined. 

8. The possible influence of the presence of 
certain foodstuffs or drugs should noted. For 
example, magnesium sulfate should not be ad- 
ministered to a patient undergoing treatment 
with sulfanilamide. 

9. Careful examinations for idiosyncrasies or 
untoward reactions should be made. 

It is recognized that some will consider these 
safeguards to be too rigid and that they may 
simply be considered an ideal. It can correctly 
be charged, in fact, that some of the pharma- 
copoeial drugs have not been studied along such 
lines. Admitting this, it is nevertheless regret- 
tably true that many human lives have been 
sacrificed by the failure to meet the standards 
of these preliminary tests and that many more 
lives will be sacrificed if such standards are not 
put into effect. Any essential compromise with 
these requirements will inevitably exact a toll 
of deaths or injuries among the public. The 
life and safety of the individual should not be 
subordinated to the competitive system of drug 
exploitation. 

The Elixir of Sulfanilamide catastrophe 
should once again serve as a warning to physi- 
cians who so readily prescribe unofficial drugs. 
There is no good reason why physicians should 
not have recourse to the simple expedient of 
preseribing only official or Council accepted 
preparations. By so doing they not only safe- 
guard their patients but place their own in- 
fluence solidly in favor of rationalized thera- 
peutics. In addition, such a policy will tend to 
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deemphasize the present enormous expenditures 
for advertising exploitation and tacitly direct 
drug manufacturers toward using their resources 
for the development of new and genuinely valu- 
able agents in the treatment of disease. (Non- 
essential modifications of established drugs have 
no place in modern therapeutic practice.) 

Dr. Mayer has discussed in summarized form 
the absorption, excretion, and toxic reactions of 
sulfanilamide as observed by various workers in 
different species of laboratory animals. Fortu- 
nately there are available several methods for 
the quantitative determination of sulfanilamide 
and related compounds, sulfapyridine and sulfa- 
thiazol. Methyl sulfathiazol has been withdrawn 
from further experimental clinical study, because 
of the possible peripheral neuritis which it pro- 
duces. The chemical method of Marshall and 
co-workers is the one most commonly used in 
this country. By means of it one can readily 
follow the fate of the drug in the body of experi- 
mental animals and human subjects. 

It is now well recognized that to obtain the 
best therapeutic results it is necessary to main- 
tain an effective blood level of the drug. This 
is done by giving a large initial dose which is 
followed by smaller doses given at repeated in- 
tervals. Experimentally the giving of the drug 
mixed with the food has proved very useful 
in maintaining a constant or even blood level. 
This procedure was recently described in detail 
by Bieter, Larson, Cranston, and Levine! and 
is finding extensive use among research workers. 
The observation of Marshall and his group? that 
sulfanilamide diffuses readily into the various 
body tissues and fluids has been confirmed by 
many workers. 

Sulfanilamide is excreted partly unchanged in 
the urine and partly as the acetyl derivative 
which is less efficacious therapeutically. Sulfa- 
nilamide also passes rapidly into the spinal fluid. 
This fact is most important in helping to ex- 
plain its efficacy in meningococcus meningitis. 
The drug also passes into transudates and exu- 
dates. Hac, Adair, and Hesseltine* studied 
the excretion of sulfanilamide in the breast milk 
of twenty patients who had received orally a ' 
total dose of two or four grams in two equal, 





Jour. Pharm. & Exp. Therap., 1940, 68: 252. 


2J.A.M.A., 1937, 108: 953. 
3Amer. Jour. Obs. & Gyn., 1939, 38: 57. 
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four hourly doses. They found the level of the 
drug in the milk was higher than that in the 
blood, but the amount of the drug in the milk 
was, in their opinion, insufficient to be of danger 
to the infant, unless it was unusually susceptible 
to sulfanilamide. 
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In order to quickly attain an effective level 
of the drug in the blood the common practice 
is to give an initial large dose which is followed 
by repeated smaller amounts over a period of 
several days. The following tables illustrate 
the point*: 





TABLE 1 
The amounts of Sulfanilamide necessary to establish effective blood levels (10 to 15 Milligrams per 
cent) quickly in patients ill with severe Hemolytic Streptococcal, Meningococcal, Gonococcal, Pneumococ- 


cal or Welch Bacillary infections. 


Initial Dose Maintenance Dose Total Dose Total Daily 
Wt. of Patient per Os per Os q. 4 Hours First 24 Dose Bicarbonate 
(Day and Night) Hours of Soda. 
Kilos Pounds Grams Grains Grams Grains Grams Grains Grams Grains 
per Kilo per Pound 
70 150 4.8 80 1.2 20 0.15 1.2 3.6 60 
60 125 4.2 70 0.9 15 0.15 12 3.0 50 
45 100 3.6 60 0.9 15 0.18 1.3 3.0 50 
35 75 3.6 60 0.9 15 0.23 1.8 3.0 50 
23 50 3.0 50 0.6 10 0.26 2.0 1.8 30 
11 25 1.8 30 0.3 5 0.3 2.2 0.9 15 





If the infection is mild or of moderate severity, 
the large amounts of sulfanilamide indicated in 


tuble 1 are not needed and the doses of the drug 





as outlined in table 2 will generally be sufficient 


to control the infection. 








TABLE 2 


The amounts of Sulfanilamide necessary to establish effective blood levels (4 to 8 Milligrams per cent) 
in patients ill with mild or moderately severe tissue infections in which Sulfanilamide therapy is indicated. 


Wt. of Patient Calculated Daily Dose 


Kilos Pounds Grams Grams Grains 
per 
Kilo 
70 150 5.4 07 90 
125 5.4 09 90 
45 100 5.4 12 90 
35 75 4.2 12 70 
23 50 3.6 16 60 
11 25 1.8 16 30 


*1 dose of 1.2 grams followed by 5 of 0.6 grams. 


Dose per Os. q. Total Daily 
4 Hours Dose of Bi- 
(Day and Night) carbonate 
of Soda 
Grains Grams Grains Grams Grains 
per 
Pound 
0.6 0.9 15 3.6 60 
0.7 0.9 15 3.6 60 
0.9 0.9 15 3.6 60 
L0f.3.2° 1 of 20 
5 of 0.6 5 of 10 2.4 40 
1.1 0.6 10 1.8 30 
0.3 5 1.2 20 





Tables I and 2 were originally published in the J.A.M.A. 
and the Penna. Med. J. 


The most common toxic reactions following the 
use of sulfanilamide are listed below: 


Mild Dizziness 
Anorexia Headache 
Nausea Scotomata 
Acidosis — prevented Abdominal Cramps 
by NaHCO; Flatus 
Incidence 2-4% Diarrhea 
Moderate 


Simple Fever — 3-9%. 
Stop use of drug. 


Important warning sign. 


Cyanosis — 90-100% (Long regards it of little 
clinical importance. 
Leukopenia or Leucocytosis 


Skin Rash — less 1% porphyrinuria and sensitivity 


to light. 
Peripheral Neuritis — rare dg td 
Jaundice — rare ) mp MAS Ot SORE. 





4Long and Bliss: The Clinical and Experimental Use of 
Sulfanilamide, Sulfapyridine and Allied Compounds. New 
York: The Macmillan Company, 1939, p. 152. 
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Severe in 1938 by Whitley who reported success with 
it in the treatment of experimental hemolytic 
streptococcic, meningococcic and pneumonococcic 


A great deal of work has al- 


Agranulocytosis — 0.5%. 
Hemolytic Anemia — 3.0% — (more common in 


children). Stop use of drug. 
Primary Optic Atrophy — rare. 


Nicotinic acid is reported to reduce reactions. 
SULFAPYRIDINE 


Sulfapyridine, (known abroad as M. & B. 
693 and Dagenen) was introduced into medicine 


infections in mice. 
ready been done on this drug by numerous work- 
ers’, The main clincial use and toxic reactions 
are listed in the accompanying tables (4&5) 
which are taken from a lecture by Long de- 





THE CLINICAL TOXIC MANIFESTATIONS OF SULFANILAMIDE, SULFAPYRIDINE AND SUL- 
FATHIAZOLE WITH THEIR TIME OF APPEARANCE IN THE COURSE OF THERAPY 





TOXIC MANIFESTATIONS SULFANILAMIDE SULFAPYRIDINE SULFATHIAZOLE 

Nausea and Vomiting Uncommon Occurs early Very Frequent Occurs Early Rare 

Dizziness Common Occurs Early Common Occurs Early Uncommon 

Psychoses* Rare Occurs Early Not Reported Not Reported As Yet 

Neuritis* Rare Generally Early Not Reported Not Reported As Yet 

Cyanosis Very Common Occurs Early Faint, Common Occurs Uncommon Occurs Early 

Early 

Acidosis Common if Soda is not Given Not Reported Not Reported As Yet 
Occurs at any Time 

Fever* Common Generally 5th to 9th Uncommon Generally 5th to Common Sth to 9th Day 
Day May Occur from Ist to 9th Day May Occur from 
21st Day Ist to 21st Day 

Rash* Common May Take Almost Not Very Common Generally Very Common Generally 


Hepatitis** 
Hematuria* 


Anuria with Azotemia** 


Acute Leukopenia** 


with Granulocytopenia 


Agranulocytic 
Anginia** 


Hyperleukocytosis* 


Mild Hemolytic Anemia 


Acute Hemolytic, 
Anemia* 


Purpupa Hemorrhagia** 


Injection of Sclerae* 
and Conjunctivae 


Visual Disturbances 
Jaundice** 


Painful Joints* 
Stomatitis* 
Gastro-Intestinal Tract 


Any Form Generally 5th to 
9th Day May Occur Ist to 
21st Day 

Rare Early or Late 

Not Reported 

Not Reported 


Not Common Ist to 10th day 


Uncommon Generally Be- 
tween 17th to 25th Day May 
Occur 14th to 40th Day 


In Presence of Acute 
Hemolytic Anemia 

Very Common, Early 
and Late 

Common Especially in 
Negroes Generaly Ist to 
5th Day 

Rare 

Not Reported 


Rare 

With Hepatitis or Acute 
Hemolytic Anemia 
Reported 

Rare 

Bleeding Rare Diarrhoea 
Uncommon 


*Best to Stop Drug and Force Fluids 
**Imperative to Stop Drug and Force Fluids 


Taken from a lecture by Dr. Perrin Long, delivered in Washington, D. C. May 15th, 1940, before Pan American Scien- 


tific Congress. 


5See Long J.A.M.A., 1939, Vol. 112, 538, also New and 
Non Official Remedies—1940 p. 494. 


Sth to 9th Day May Occur 
1st to 30th Day 


Rare Early or Late 
Common Ist to 10th Day 


Not Uncommon 2nd to 14th 
Day Blood Pressure Normal 
Fundi Normal 

Common Especially in Chil- 
dren, Ist to 10th Day 


Uncommon Generally Be- 
tween 17th and 25th Day 
May Occur 14th to 40th 
Day 


In Presence of Acute 
Hemolytic Anemia 


Common Early and Late 


Uncommon Generally 1st 
to 5th Day 


Rare 
Not Reported 


Rare 
Rare 


Not Reported 
Not Reported 
Bleeding Reported 


5th to 9th Day 


Not Reported As Yet 
Common Ist to 10th Day 


Not Uncommon 


Not Uncommon 3rd to 
10th Day 
Not Reported As Yet 


Not Reported As Yet 
Not Reported As Yet 


Reported as Occuring 


Not Reported As Yet 
Common Especially in 
Conjunction With Rash 
and Fever Sth to 9th 
Day 

Not Reported As Yet 
Not Reported As Yet 


Reported with Rash, etc. 
Not Reported 
Not Reported 
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DISEASE 1 2 3 DISEASE 1 2 3 DISEASE i 7 3 
Hem. Strept. Inf. Non-Hem. Strept. Inf. Gas Gangrene Seee ee 
Tonsillitis osee oe Anaerobic Strept. Inf. 0 0 Tularemia 0 0 4. 
Pharyngitis eer Pneumococcal Inf. Tuberculosis 0 0 
Peritonsillar Abs. **** ne Pneumonia + (S409 es Influenzal Men ° 2 2 
Ludwigs Angina **** oe Meningitis * fone Friedlanders Inf. a 
Acute Sinusitis ovse os Peritonitis + e909 Urinary Tract Inf. 
Otitis Media se00 #8 Otitis Media se seen te E. Coli eee + + 
Mastoiditis ooee oe Mastoiditis ee sees A Aerogenes se * oe 3 
Meningitis seen o* Sinusitis * e888 B Pyocyaneus * * #08 
Erysipelas sees oe Meningococcal Inf. **** oe Proteus sese 
Scarlet Fever eee oe Brucella Inf. oe ** Enterococcal 0 0 0 4. 
Adenitis ooee te Gonococcal Inf. Staphylococcal se ? se 
Cellulitis eee oe Male Gonorrhea **** *#** se Group B Hem. Str. ** se 5: 
Pneumonia seee oe Female Gonorrhea **** **** *%# Actinomycosis se 
Empyema sees oe Vulvo Vaginitis bi . Trachoma soso se 
Peritonitis sese oe Arthritis sese sace Ulcerative Colitis ° se 
Puerperal eose oe Endocarditis eeee sees Malaria ® © 
Septicemia osee bad Ophthalmia eee sees Rocky Mountain Spotted 6. 
Osteomyelitis +oee * Staphylococcal Inf. Fever 0 TP 
Ulcers oees bad Sepsis * + +488 Trichomonas 0 q 
Impetigo Pneumonia + #% #eee Lupus Erythem. ‘ ) 
Miscellaneous aeee oe Carbuncle * +e See Phemphigus * * 8. 
Viridans Strept. Inf. Meningitis * oe Virus Diseases 
Abscess bod oe Endocarditis . Lympho. Vener. **** **** 9. | 
Osteomyelitis ed * Osteomyelitis oe Common Colds 0 0 0 if 
Tooth Sockets eeee E. Coli Tissue Inf. e e see Influenza 0 0 0 
Endocarditis . . Chanroid seee oe Poliomyelitis 0 0 1 
Meningitis Seco sees Typhoid Fever 0 0 Small Pox 0 0 
Septicemia eee Paratyphoid Fever 0 0 Rheumatic Fever 0 0 me 
1 = Sulfanilamide **** — Preferred Drug 0 = Should not be used (A 
2 = Sulfapyridine ** = Active Blank = Insufficient Data for 
3 = Sulfathiazole * = Slight Activity Evaluation 1 
Taken from a lecture by Dr. Perrin Long, delivered in Washington, D. C. May 15th, 1940, before Pan American Scien- 2 
tific Congress. | 
3. 
livered in Washington on May 15, 1940, before heen agreed upon by investigators who have used 4 
the Pan American Scientific Congress. In these this drug in the treatment of pneumonic and - 
tables are also given the toxic manifestations and other infections. It is suggested that adults 
main clinical uses of sulfanilamide and of sul- suffering from pneumonia be given 4 grams as 6. 
fathiazol so far as they are known. In com- an initial dose, followed by 1 gram every four 
parison with sulfanilamide, sulfapyrdine is ir- hours, which is continued for 24 to 48 hours 
regularly and often poorly absorbed. Nausea after the temperature has fallen to normal. 7. 
and vomiting occur frequently and are serious ‘Thereafter the dose could be reduced to 0.5 
disadvantages. The drug is conjugated to the gram every four hours for 24 to 48 hours longer. I 
acetylated form in blood and tissues to a higher If the drug is stopped too soon recurrence of the ee 
degree than is sulfanilamide. The drug is ex- pneumonic process may occur. Blood levels of es 
creted through the kidneys in the free and con- 4 mgm or more of free sulfapyridine for each A) 
jugated form. It is excreted more slowly than 100 cc of blood seem to be necessary for prompt whe 
sulfanilamide. Gross hematuria with and with- therapeutic response. 1. 
i i ve been noted in : 2 : 
out — of renal failure ha e b . In this connection mention should be made . 
patients receiving sulfapyridine. It is thought ; ‘ tee 3. 
apg eae F of the relation of special sera to sulfapyridine 4 
that the hematuria is associated with the forma-_. : . 
; ae i in the treatment of pneumonia. Dr. O. Robert- 
tion of acetylsulfapyridine calculi in the venal Prof f Medicine in the University of 5 
3 ; : son, Professor of Medicine in niversity o . 
lobules and pelvis. A direct toxic effect on the . ; . : C y m 6 
kidney has not yet been ruled out. It is ad- Chicago and Chairman of the Advisory Counci 
. . . . } ¥ } ; 
visable to administer enough fluids to keep the of the Pneumonia Control Commission for the 7. 
urine output slightly above normal in patients State of Illinois, has recently discussed this prob- 
receiving sulfapyridine, so as to lessen the pos- lem. He pointed out the respective advantages 8. 
sible chances of calculus formation. of specific serum and sulfapyridine therapy as B) 
Adequate dosage standards have not as yet follows: peice 








1940 


0 





November, 1940 E. M. K. GEILING 409 


Sulfapy- 
ridine 
6-12 hours 2-5 days 


Serum 


1. Termination of disease 
in early cases 

2. Time of physician re- 
quired for adminis- 
tration 


2-4 hours 0 


3. Discomfort of patient very little may be 
during treatment marked 
4. Toxic reactions slight may be 
marked 
5. Fatalities from treat- O (with = (though 
ment cone. + rare) 
rabbit ser- 
um) 
6. Serum sickness 15% 
7. Occurrence of compli- rare in ? 
cations early cases 
8. Period of hospitaliza- 10 days + 10 days + 
tion 
9. Results of therapy 5-8% 5-8% 


on mortality 


Dr. Robertson indicated the limitations to the treat- 
ment of pneumococcal pneumonia with: 


(A) Specific Antipneum. 
Serum 
1. Serum sensitiveness 
2. Asthmatics 


(B) Sulfapyridine 


1. Patients with dam- 
aged kidneys 


3. Very small children 2. Patients with 
children liver disease 
4. Severe Cardivas- 3. History of previqus 


cular disease sulfapyridine therapy 
. Type III pneumo- with reaction. 
coccus infection 4. Development of 
6. Types for which toxic reactions dur- 
serum not immedi- ing treament 
ately available Serum car be given in all 
7. Pneumococci which these conditions. 
do not fall into Sulfapyridine can be used 
32 types in all these conditions. 


He also gave the indications for combined 
Serum and Chemotherapy in Pneumococcus 
Pneumonia as follows: 


un 


A) Full dosage of both serum and _ sulfapyridine 
when 
1. Treatment is begun after the 4th day. 
2. There are three or more lobes involved. 
3. The patient is 45 years of age or over. 
4. The patient is pregnant or in the first week of 
puerperium. 
5. The blood culture is positive. 
6. The pneumonia is complicated by heart disease 
or other serious chronic disease. 
7. In any case if there has been no response to 
sulfapyridine after 18 hours of therapy. 
8. The pneumonia is caused by pneumococcus type 
III. 
B) Half dose of serum and full dose of sulfapyridine 
in uncomplicated cases of pneumonia in young adults 


with limited pulmonary involvement without bac- 
teremia. 

Thus far it would seem as if the results ob- 
tained in the treatment of pneumonia with sul- 
fapyridine are some what better than with speci- 
fic serum or with the combined drug and serum 
therapy. In a recent analysis of 3000 cases 
treated under the pneumonia control program 
of the State of Illinois the mortality with serum 
treatment alone in 170 patients was 14.7%, 
with sulfapyridine in 1157 patients mortality 
only 3.8%, while in 1464 cases on combined 
drug and serum the mortality was 10.9%. In 
41 patients with type I pneumococcus pneumonia 
the mortality was 4.8%, while in 117 similar 
cases treated with sulfapyridine the mortality 
was 3.3%. These figures must be accepted as 
tentative, and should be analysed further to be 
sure that all the factors concerned have been 
properly adjudicated. 

SULFATHIAZOLE 

Sulfathiazole the newest of this group of drugs 
with promise of therapeutic value is still in the 
experimental stages. The Food and Drug Ad- 
ministration has just released it, but it has 
not yet been accepted by the Council on Phar- 
macy and Chemistry of the American Medi- 
cal Association for inclusion in New and Non 
Official Remedies. A preliminary report has 
recently been issued by the Council on Pharmacy 
and Chemistry under the name of Dr. Long 
who is a member of the Council®. While it is 
still too early to make any too definite state- 
ments what is said should be regarded as pre- 
liminary in nature. It produces little or no 
vomiting or nausea — a decided advantage. It 
is more readily absorbed from the gastro-intes- 
tinal tract than is sulfapyridine and in this 
respect it approaches sulfanilamide. In the 
blood the ratio of free and conjugated fractions 
of the drug also resemble that of sulfanilamide. 
It is more rapidly excreted through the kidneys, 
and in the urine much less of the drug exists in 
the acetylated form. than is the case with sul- 
fapyridine. Mild hematuria has been noted in 
several patients. It may be expected that sul- 
futhiazole will produce essentially similar toxic 
manifestations observed following the use of sul- 
fanilamide and sulfapyridine. 

From the view of rapidly curing pneumonia 





6J.A.M.A. 1940, vol. 114, p. 870, see also Editorial ibid. p. 
873. 
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sulfathiazole is not as effective as sulfapyridine. 
The possibility of peripheral neuritis as a toxic 
manifestation must be considered. Sulfathiazole 
is definitely superior to sulfanilamide or sulfa- 
pyridine in the therapy of staphylococcal in- 
fections and of tissue infections produced by 
the colon bacillus. In urinary tract infections 
caused by these organisms, not enough informa- 
tion is available at the present time to say any- 
thing about it. The Drug is active in gonococcal 
infections. It does not seem to pass readily 
over into the spinal fluid. In over 200 cases 
seen by Long and associates, 20% major toxic 
reactions including fever, rash (both very com- 
mon), conjunctivitis and scleritis (common), 
hematuria (not uncommon), anuria (2 cases) 
and also several instances of granulocytopenia 
have been seen. As far as is known sulfathiazole 
does not produce peripheral neuritis. 

In conclusion, I should like to stress once 
again that we are only at the beginning of what 
promises to be a most fruitful period in chemo- 
therapy. Many new compounds will appear in 
rapid succession, and it will require the close 
cooperation of physicians and research workers 
to ensure steady progress. Undue enthusiasm 
and abuse of these potent drugs will do more 
harm than good, and may be even costly in 
the loss of human lives. 
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PRACTICAL APPLICATION OF THE 
SULPHURAMIDS TO OTOLARYNGOLOGY 
GLENN J. GREENWOOD, M. D. 
CHICAGO 

Since 1935* and 1938? sulfanilamide and sul- 
fapyridine respectively and their allied com- 
pounds have been intensively studied by labora- 
tory workers and clinicians both here and abroad. 





From The Children’s Memorial Hospital and the Depart- 
ment of Otolaryngology, Northwestern University Medical 
School. Read before The Section on Eye, Ear, Nose and 
Throat, Illinois State Medical Society, Peoria, May 23, 1940. 
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The almost unbelievable therapeutic results ob- 
tained experimentally have been borne out in the 
treatment of clinical bacterial infections. How- 
ever, their mode of action other than bacteri- 
ostasis and their therapeutic limitations still 
remain a matter of some dispute. Sulfapyridine, 
Brown® states, is essentially more toxic than 
sulfanilamide. 

In the field of otolaryngology sulfanilamide 
concerns itself particularly with streptococcic in- 
fection and more pertinently with Lancefield’s 
Group. A beta hemolytic streptococcus, which 
causes by far the majority of acute bacterial 
insults of the human respiratory tract. The 
alpha hemolytic streptococci, on the other hand, 
rarely lend themselves to effective sulfur therapy. 
Pneumococci are most effectively handled with 
sulfapyridine. Thiazole derivatives of sulfanila- 
mide, namely sulfathiazole and sulfamethylthia- 
zole, are just as effective as sulfapyridine, if not 
even more so in human staphlococcic infections 
and they give evidence of being less toxic. 

Early (1937) in our experience at Children’s 
Memorial Hospital, administration of sulfanila- 
mide was given irregularly and in too small a 
dosage, being withdrawn when cyanosis appeared. 
Then Bigler, Clifton and Werner* gave the drug 
by mouth on the basis of three-fourths grain 
per pound of body weight, irrespective of age, 
color or sex. Now we give sulfanilamide grains 
one per pound of body weight, with grains five 
of Na HCO. and grains one of sulfapyridine 
for the same unit of body weight. We have had 
little experience with other proprietary prepara- 
tions such as neoprontosil. Since,in all prob- 
ability, neoprontosil derives its action from the 
small sulfanilamide fraction, it is self-evident 
that its lessened toxicity is due to the fact that 
sulfanilamide is present in smaller amounts. 

Long® advises for adults who are acutely ill 
and confined to bed an initial dose of sixty to 
eighty grains followed by fifteen grains every 
four hours until a definite clinical effect is ob- 
tained, at which time the dosage is cut down. 
For children weighing fifty to ninety pounds he 
gives from thirty to fifty grains for the first 
dose followed by ten grains every four hours, 
while those weighing from twenty-five to fifty 
pounds receive from twenty to thirty grains 
initially with from five to ten grains every four 
hours. These are efficient doses, but too large 
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for ambulatory patients because of vertigo and 
nausea incurred. (Large initial doses as ad- 
vised by Dr. E. K. Marshall®* produce a blood 
sulfanilamide level of from ten to fifteen milli- 
grams per 100ce which represents an effective 
concentration of the drug.) The method for 
determining the concentration was devised by 
Dr. Marshall. 

Slight nausea, vertigo and varying degrees 
of cyanosis resulting from metahemoglobin for- 
mation are common but ignored. Here the 
CO, combining power falls and Long® states 
that in four or five instances clinical acidosis 
has resulted, so soda bicarbonate grains ten for 
adults and grains five for children is given with 
each dose of sulfanilamide. Drug fever sub- 
sides in twenty-four hours after stopping medica- 
tion. 

Excretion being for the most part by way of 
the kidneys, function here, especially when sul- 
fapyridine is used, should always be known. 
Elimination of the free and conjugated (acety- 
lated) forms are now slowed down since it has 
become advisable to restrict fluid intake in an 
effort to prolong the drug’s tissue saturation 
and thereby increase its efficiency. Children exe- 
cute the drug more rapidly than adults and may 
necessitate much larger doses to maintain an 
adequate blood level. However, a normal clin- 
ical state may be maintained with a low blood 
concentration. This is borne out in many of our 
cases. In those patients with impaired renal 
function whose blood sulfanilamide level reaches 
fifteen milligrams, the drug is stopped until a 
fall of from eight to ten milligrams is obtained, 
when it is again started. 

Sulfapvridine is irregularly absorbed, making 
it difficult to establish a rational system of 
dosage. Because of this factor, Long and Bliss® 
believe it best to discuss dosage in the terms of 
the concentration of the drug in the blood. In 
patients moderately ill from four to six milli- 
grams per cent were maintained for three or 
four days (the initial dose being from thirty 
to sixty grains, thereafter fifteen grains every 
four hours) while in the severe cases from seven 
to ten milligrams per cent, maintained for 
three or four days, sterilized the blood more 
readily. A concentration of fifteen milligrams 
fer 100cc of blood is advised where cerebrospinal 
pathology exists, for here only from 60% to 
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80% of the blood level is found. 

Dosage with the thiazole, derivatives of sul- 
fanilamide apparently, as yet, has not been 
standardized, but schedules follow closely those 
of sulfapyridine’. 

Of late the parenteral administration of the 
sodium salts of sulfapyridine and sulfthiazole 
appear to be gaining more prominence, and now 
Taplin® and his associates are using sodium sulfa- 
pyradine successfully by hypodermoclysis and 
thereby maintaining a more constant blood level. 
This route, however, is used only when adminis- 
tration by mouth is not advisable. If novocain is 
used as a local anesthetic in parenteral sulfa- 
pyradine administration, it should be borne in 
mind that it may produce a false sulfapyridine 
reading. 

Inadequate dosage, Yates® claims, may lead to 
the evolution of a resistant strain of organisms, 
making subsequent doses of little or no therapeu- 
tie value. 

One must always be on the alert for toxic 
manifestations. Mild toxic symptoms, such as 
headache, vertigo, muscular weakness, malaise, 
anorexia, nausea, constipation, cyanosis, dyspnea, 
palpitation and urticaria do not call for discon- 
tinuing the drug. 

However, vomiting, fever, extensive rashes, 
edema, marked cyanosis and dyspnea, may point 
to continuing medication with caution, if the 
infection warrants it. Graham? observed with 
sulfapyridine medication that if the drug was 
continued in the presence of nausea and vomit- 
ing, these symptoms tended to decrease rather 
than increase. Brown’ cites the use of nicotinic 
acid and demulcents as allaying these mild toxic 
symptoms. Severe toxic symptoms, as destructive 
blood changes, marked leukopenia, neutropenia, 
agranulocytosis, hemolytic anemia, toxic neph- 
ritis, hematuria, extensive purpuric rashes, high 
fever and toxic jaundice call for immediate ces- 
sation of treatment, and the institution of cor- 
rective measures, such as blood transfusions, 
forcing fluids, ete. 


It has been shown that severe toxic symptoms 
may occur with small doses of the drugs as well 
as with large ones. Drug fever usually appears 
between the fourth and ninth days but has ap- 
peared as early as two hours and as late as 
twenty-one days after starting medication. While 
the fever resulting from the infection and the 
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drug fever are not always a product of their 
sums, they tend to approach this figure.® Fever 
without leucocytosis may indicate (sulfapyri- 
dine) drug fever. Where a history of previous 
sulfanilamide fever is present, it is wise to give 
sinall test doses every hour for twelve hours to 
ascertain the patient’s reaction.© In some in- 
stances, in a desire to eliminate severe toxic reac- 
tions, small doses appear to suffice, for the fever 
is brought under control and recovery ensues. 

It is now known that there need be no dietary 
restrictions accompanying sulfanilamide medica- 
tion, and that all other drug therapy may be used 
concurrently (but not in combination) if there 
is a definite indication for its use.® Saline laxa- 
tives have not been used by Long and Bliss,*® they 
preferring enemas, cascara or mineral oils for 
constipation. 

In treating acute infections of the upper 
respiratory tract, it is to be remembered that 
many of them run a self-limited course. Chem- 
otherapy may mask the accepted signs and symp- 
toms, confusing the therapist who may permit 
unsuspected complications to occur. 

Yates® conducted an interesting cytological 
study on colds. Though the virus, when present, 
was unaffected by sulfanilamide, a beneficial 
effect was obtained if a secondary infection took 
place. He noted that when free streptococci were 
found in the presence of inefficient phaygocy- 
tosis, sulfanilamide stimulated phaygocytic re- 
sponse within twenty-four hours. If sulfanila- 
mide were discontinued before phaygocytosis was 
complete, the micro-organisms reappeared and 
phaygocytosis became incomplete. What was 
especially interesting was that a second course 
of sulfanilamide did not appear to restore phay- 
gocytosis as well as it did when first used. A 
person having had a cold cut short by sulfanila- 
mide given by mouth, did not appear to possess 
this immunity and was commonly reinfected. 
Thus again we have confirmation that a resistant 
strain of organisms may be evolved from in- 
adequate initial dosage. 

He obtained some results of interest when sul- 
fanilamide was applied topically. To an oily 
base of suitable consistency 0.15% of sulfanila- 
mide was added. Then, in order to drop the sur- 
face tension of the oil, a 0.2% sodium ricinoleate 
was mixed in. The mucosa was shrunk with 
equal parts of 0.1% ephedrine and menthol. A 
control ointment without sulfanilamide was used. 
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When the sulfanilamide ointment was instilled 
into the nose, it spread by capillary and ciliary 
action and removed the free streptococci in the 
secretion by phaygocytosis, similarly as when 
given by mouth. Its irritant factor must be low 
for it did not cause desquamation of the epithel- 
ial cells of the healthy nasal mucous membrane. 
The control ointment’s action was negative. The 
symptoms of cold were aborted in a percentage 
of cases high enough to suggest that this method 
of treatment is worthy of a more extended trial 
in the treatment of colds. 

Vincent’s disease apparently is still resistant 
to either oral or topical sulfanilamide medica- 
tion, although Pryor*® reports successful use of 
it here. 

Hemolytic streptococcus carriers Brenneman 
states, may be apparently culture-free twenty- 
four hours after sulfanilamide is given, but be- 
come positive again after the drug’s effect wears 
off. According to Hoyne and Bailey,?? there is 
little evidence that sulfanilamide eradicates the 
carrier state which frequently follows strepto- 
coccal infections of the rhinopharynx. 

Pharyngitis and tonsillitis of beta hemolytic 
streptococcal origin respond well to this type of 
therapy. There is less tendency to complications. 
McLaurin*™ was well pleased with treatment of 
180 cases of acute ulcerative streptococcal phar- 
yngitis, the predominating organism being a 
short chain streptococcus, more often non-hem- 
olytic, but sometimes hemolytic. Long and 
Bliss,° reporting forty-six cases of hemolytic 
streptococcal etiology where treatment began 
during the second or third day of the disease, 
found the fever lasting on an average of only 
two days, accompanied by a marked decrease in 
both local and general symptoms. Other thera- 
peutic measures were routinely employed. Blood 
concentrations of four to six milligrams general- 
ly sufficed. After one day of normal temperature 
the dose was halved.® 

Where edema is marked, as in a fulminating 
streptococcal upper respiratory infections, pre- 
venting oral administration, parenteral routes 
are resorted to. Here full therapy should be 
continued from two to three days after a normal 
temperature is obtained and then gradually re- 
duced over a week’s time. Fibrotic faucial tonsils 
resist sulphuramid chemotherapy.® Tonsillar ab- 
scesses demand surgical drainage. 

Definite prophylactic effect has been seen in 
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milk borne epidemics of streptococcic sore throat, 
by Long and Bliss.° They use it in all rheumatic 
heart cases, before and after extraction of teeth 
and removal of faucial tonsils, their object being 
prevention of possible sub-acute bacterial endo- 
carditis. Small daily doses of sulfanilamide in 
pertrussis and measles, Thompson and Green- 
field’® feel, has reduced the incidence of otitis 
media, complicating the latter. It is here in- 


teresting to note that at Children’s Hospital 
two patients, while apparently under adequate 
sulfanilamide therapy, 
otitis media. 


developed suppurative 
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Fig. 1. In our series of 33 cases of pharyngitis and 

tonsillitis those cases ill enough to receive chemo- 

therapy were not treated early, being seen twelve 

days later than those receiving no sulfanilamide ther- 

apy, yet after treatment was started with these agents, 
they recovered more rapidly. 


Infected tooth sockets following extractions, 
where two or three grains of powdered sulfanila- 
mide were tamponned in produced a marked de- 
crease in the usual post-extraction soreness ; 
there was no pain and no dry sockets resulted.7* 

Osteomyelitis of the mandible was apparently 
favorably influenced by the use of sulfanilamide.® 

Ludwig’s Angina, though not always caused by 
hemolytic streptococcus, carries such a grave 
progosis that it is felt advisable to use sulfanila- 
mide or its allied compounds here. Out of five 
cases caused by hemolytic streptococcus, therapy 
was successful in three. Grains 1.2 to 2.2 per 
pound of body weight are advisable until the 
patient is afebrile for two days, and then grad- 
ually reduced over a period of ten days. The 
presence of pus, as elsewhere, necessitates inci- 
sion and drainage.® 

Acute largyngitis, tracheitis and bronchitis of 
hemolytic streptococcal origin associated with an 
acute pharyngitis, are advantageously treated 
with sulfanilamide. Therapy should be adequate. 
It is not necessary in the severe types to await 
bacteriological confirmation before starting treat- 
ment. One should always be prepared to do an 
emergency tracheotomy.® 
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Fig. 2. The treated cases of acute lymphadenitis 
again were seen almost a week later in their illness, 
then the untreated cases, yet after chemotherapy they 
required shorter hospitalization. Those treated cases, 
when seen early, show less tendency to go on to 
abscess formation. However, when abscesses were 
demonstrable they were incised. 


In paranasal sinus infection it would seem 
that the beta hemolytic streptococcus and pneu- 
mococcie infections should respond as efficiently 
to treatment here as elsewhere with these chemi- 
cal compounds. However, as Schneck’* remarks, 
there is still a paucity of reports concerning the 
effects of sulfanilamide on infections of the 
sinuses. McMahon? concluded from his expe- 
rimental work upon hemolytic streptococci infec- 
tions in rabbits that sulfanilamide should be as 
effective here as elsewhere in the body. Fenton*® 
in part verifies this in reporting a secondarily 
infected ethmo-maxillary sinus fracture that 
yielded to sulfanilamide therapy, temperature re- 
turning to normal in four days. Porter’ states. 
that in acute streptococcus and pneumococcic in-- 
fection of the sinuses and even when the men-- 
inges are secondarily involved, cases in his prac-- 
tice, which did not yield to ordinary measures, 
were cleared up with sulfanilamide, obviating: 
operation. Even in cases with a positive hemoly-- 
tic streptococcus culture, he prefers to utilize the 
rotuine measures acceptable for the disease. re- 
serving this chemotherapeutic agent for use, 
where the patient cannot itself cope successfully 
with the infection. He obtains blood concentra- 
tions of from fifteen to twenty milligrams in. 
from twenty-four to forty-eight hours and uses, 
frequent transfusions. 


We too reserve, for the most part, these agents: 
for the acute febrile sinus infections. That these 
compounds, however, will not effectively replace: 
surgery where indicated in children’s sinuses is- 
exemplified in the case of a girl of six and one 
half years with an acute ethmoiditis and left 
maxillary sinusitis who was treated with sulfani- 
Jamide for sixteen days, but necessitated read-. 
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mission to the hospital twenty-five days later be- 
cause the antrum did not resolve. An intra 
nasal-antrum window operation promptly suf- 
ficed. 

In the successful treatment of acute ear in- 
fections we realize that we possess a potent 
remedial agent if used with circumspection. 
Initially we thought we had a panacea for most 
cases of acute suppurative otitis media and 
mastoiditis. Now we appear to be approaching 
more of a conservative course, realizing that 
these agents cannot supplant properly accepted 
therapeutic measures that have stood the test of 
time, such as myringotomy and mastoid oper- 
ative interference, but that they can be a power- 
ful adjunct in successfully combating otitic path- 
ological states. 

In otitis media there still exists some diversity 
of opinion regarding the indications for therapy 
with these chemical agents. It is, however, to be 
borne in mind that the earlier sulfanilamide is 
used the more effective it is going to be, for early 
there is less interference with blood supply. 
Therefore, in acute streptococcal invasion of the 
tube and tympanum, where hyperemia and 
edema are intense, it is advisable to use sulfanil- 
amide early and adequately. Early myringo- 
tomy is advisable and repeated if necessary to 
prevent mastoid insult which might here result 
in damage to the sigmoid, tegmen and dura. 
The pneumococcic ear being not as fulminating, 
merits even closer observation. Here, where sul- 
fapyridine has been given, it is equally as im- 
portant that there be adequate drainage from 
the tympanum. Early cultures should be routine. 
Seventy per cent, of all streptococcic infections 
in the human, we are told, are of the beta hemo- 
lytie variety." However, where we place such 
dependence upon a therapeutic agent that has for 
its foundation almost specific bacteriostatic ac- 
tion, it is of great importance to know the chief 
offending organism. 

Page”® states that in 1934 at Manhattan Eye 
and Ear Hospital out of 938 myringotomies 369 
had primary simple mastoid operations, or that 
thirty-nine per cent, required operations who 
were not treated with sulfanilamide. In 1937 
when sulfanilamide was used, out of 1,039 my- 


ringotomies 389 primary simple mastoid opera- 
tions were performed, giving a figure of thirty- 


seven per cent, making but a two percent advan- 
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tage upon the side of those treated with sulfanil- 
amide. 

Fisher,?? on the other hand, testing the effi- 
cacy of sulfanilamide upon eighty-eight con- 
trolled cases of beta hemolytic streptococcic otitis 
media where drainage from the tympanic cavity 
was adequate, states that of ninety-five patients 
who had paracenteses but were not given sul- 
fanilamide, sixty-six required operation, septi- 
cemia developed in four, three recovering after 
operative interference, while one died. The aver- 
age duration of otorrhea was sixty-five days. In 
striking contrast, the eighty-eight control cases 
who had both a paracentesis and sulfanilamide 
required only seven mastoid operations, there 
were no complications and the average duration 
of otorrhea was only twenty-three days. How- 
ever, there are many factors he did not consider, 
such as the age of the patient with its attendant 
anatomical type of middle ear, whether or not 
there was nasal or nasopharyngeal pathology 
present, and whether there had been previous 
tympanic pathology or mastoiditis present. 

Page*® concludes that after all the large ma- 
jority of acute middle ear infection requires only 
an early myringotomy to get them well and some 
not even that. Obviously severe infections merit 
its use where its action and concentration can 
be checked by frequent blood and urine examina- 
tions. 
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Fig. 3. The otitis media cases permit a better com- 
parison for here they were both seen on an average 


of thirteen days before hospitalization. The 106 cases 
receiving sulfanilamide or its derivatives required an 
average of seven and one half days less time to re- 
cover; only fourteen cases of mastoiditis developed, 
twelve of which required operative interference. 
Whereas in the 200 cases not receiving chemotherapy, 
forty-nine mastoids were invaded, necessitating sim- 


ple mastoid operations in thirty-nine. 
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In our 1939 series of 306 cases of otitis media, 
106 had sulfur medication. Of this number, 
fourteen had mastoiditis of which twelve had 
primary simple mastoid operations. There were 
five cases of lateral sinus involvement, one only 
coming to operation. Of the 200 cases treated 
without sulfur medication, forty-nine had mas- 
toiditis, thirty-nine of which necessitated simple 
mastoid exenteration, while two radical mastoid 
operations were done. There were also five cases 
of lateral sinus involvement in this group, too. 
Fatalities were five in each series. Consequently, 
it would seem from the fore-going and other 
facts that sulfanilamide or its derivatives are of 
value in the early treatment of acute otitis 
media (namely, the serous stage.) Myringot- 
omy is to be preferred early rather than late, 
and it is imperative, when the suppurative stage 
ensues; and in no sense should these sulfur com- 
pounds be used as a substitute for adequate 
tympanic drainage, but each should supplement 
the other in accomplishing restoration of a nor- 
mal middle ear. 
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Fig. 4. The mastoid cases in our series totaled eighty- 
three; again the average duration of illness before 
treatment was comparable, there being only one-half 
day’s difference. Out of the twenty-one cases receiv- 
ing chemotherapy, nineteen simple and one radical 
mastoid operation were done. There were eleven cases 
with lateral sinus pathology and one case of petro- 
sisis. Meningitis caused one fatality. 

The eighty-two cases not receiving therapy with 
these compounds necessitated seventy simple and five 
radical mastoid operations — sixteen had lateral sinus 


involvement. Tuberculosis meningitis produced the 
one death in this group. 


In the treatment of mastoiditis, otologists 
should take note of Marshall’s!? observation that 
sulfanilamide is almost equally distributed in all 
body tissues except fat and bone. Likewise Lock- 
wood’s”® statement seems apropos, that is, that 
pus and tissue undergoing necroses, contains 
peptone-like products which prevent sulfanila- 
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mide from acting on the micro-organisms with 
the maximal effect that characterizes its action 
on diffuse non-suppurative infections. 

Undoubtedly the indiscriminate use of these 
drugs for all stages of mastoiditis will, as time 
elapses, become much less. Early mastoiditis as- 
sociated with an acute fulminating otitis media, 
such as is seen with invasion by the beta hemoly- 
tic streptococcus, is a pathological state amen- 
able to adequate chemotherapy. It is during this 
initial stage of vascular engorgement and cell in- 
filtration that bacteriostasis appears to supply 
sufficient aid to repairative processes to permit 
resolution to take place. If this primary stage 
passes into one of suppuration, the question of 
continuing these compounds arises. It is known 
that sulfanilamide compounds will only partially 
control suppurative processes and that while it 
appears to clear body fluids, its action is appar- 
ently less effective when those organisms are 
lodged in an active boney lesion.?* Bearing in 
mind the above facts, should the otologist deem it 
advisable to continue sulfur therapy, he must do 
so, knowing the clinical picture may be, and 
often is masked. If he chooses to stop the medi- 
cation in order to obtain a true clinical picture, 
he must know that subsequent administration 
may find bacteriostasis not so active® and that the 
initial dosage may have sensitized the treated in- 
dividual. Aware of these factors, is one justi- 
fied in using these chemicals during this suppur- 
ative stage? 

During the third stage, that is the stage of 
boney necroses where the pathology is more cir- 
cumscribed than before, these therapeutic agents 
are even less effective. Here it is, as Lockwood?* 
states, that the presence of debris diminishes the 
effectiveness of sulfanilamide on the hemolytic 
streptococcus. Though the tympanum may mar- 
kedly improve, there remains a smouldering 
pathological state which resembles a type III 
pneumococcie mastoiditis and which may well 
be the source of relapses and of otitic complica- 
tions. Here the symptoms and signs are so ill- 
defined that operative interference is too often 
too long delayed and besides causing the fore- 
going, may incur irreparable damage to hearing. 

In those cases that formerly resolved without 
operation, sulfanilamide and its allied com- 
pounds may hasten resolution. 

The anatomical structure of the mastoid seems 
to me to be of great importance in therapy with 
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these agents. 

In the pneumatic type of mastoid where large 
cells with corresponding vascular channels per- 
mit rapid circulatory phenomena, a maximum 
of bacteriostatic action may ensue, with adequate 
dosage administration. However, in the diploic 
type there is more boney tissue resulting in a 
lessened concentration of the therapeutic com- 
pound and hence pathological activity is less 
affected. The sclerotic mastoid offers even less 
opportunity for bacteriostatic action to occur. 
Consequently the type of mastoid architecture 
will bear close scrutiny before continuing pro- 
longed therapy with these compounds. 

Morrison,?> where these drugs are employed, 
raises an interesting question made from observ- 
ing the lack of cortical tenderness and the ab- 
sence of fever in cases of acute mastoid involve- 
ment. He wonders whether sulfanilamide and 
its allied compounds may not have an analgesic 
action. There have been none ascribed to it, but 
its chemical structure is such that with minor 
readjustment of the integral parts, it would take 
on the form characteristic of coal tar derivatives, 
known for their analgesic properties. 

Maybaum”® favors restricting the use of these 
compounds to otogenic complications. It is in 
the treatment of these otitic complications that 
sulfanilamide and its allied compounds affect 
some remarkable therapeutic results. The 1939 
case reports recoveries, added to those of the 
previous two and one half years, bears this state- 
ment out. 

When any state of otitic meningitis occurs ear- 
ly in the course of a fulminating hemolytic strep- 
tococcic otitis media or mastoiditis where the 
path of invasion is more likely through the vas- 
cular channels, as Galloway?’ cites, it is well to 
resort to immediate adequate chemotherapy. In 
the second or suppurative stage of mastoiditis 
there still may be inadequate walling off of the 
mastoid pathology and it is well known that pre- 
mature surgical interference here disseminates 
the infection. With sulfanilamide controlling the 
clinical course, it is safer to await mobilization 
of protective barriers. If the stage of osseous 
necroses is present, it is occasionally desirable in 
severe cases of meningitis to administer the drug 
from twenty-four to thirty-six hours before thor- 
ough exentenation of the mastoid is accom- 
plished, continuing then with chemotherapeusis 
for some days, until all meningeal signs have dis- 
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appeared and the case is clinically well. 

In childhood meningitis is more apt to follow 
an acute middle ear infection, while in adult 
life it is more often seen as a terminal event in 
a long-standing suppurative otitis media. 


When medication by mouth is not feasible, re- 
sorting to nasal feeding tubes, rectal feeding or 
parenteral routes are necessary. We have given 
sulfanilamide in five per cent glucose and normal 
saline intravenously every four hours until such 
time as feeding by mouth could be resumed. 
Sodium bicarbonate must be given concurrently. 
Hartman’s solution is an ideal vehicle. Adjuvant 
therapeutic measures are resorted to, as the case 
requires. 


When pneumococcic meningitis of otitic origin 
occurs, sulfapyridine may be used alone. High 
blood levels (fifteen milligrams per 100cc) may 
be necessary to secure adequate cerebrospinal 
concentration. If, after forty-eight hours of ade- 
quate drug therapy, failure of clinical improve- 
ment occurs, type specific anti-pneumococcic 
serum is indicated. After thorough exenteration 
of the otitic pathology, corresponding post-oper- 
ative chemotherapy may be resorted to here, as 
used above. There is evidence to indicate that a 
combination of sulfapyridine and type specific 
anti-pneumococcus serum is more efficacious 
than either alone.** 
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Fig. 5. In this meningitis group, those receiving sul- 
fanilamide compound therapy were seen six and one 
half days before the untreated group; there were four 
positive hemolytic streptococcic cultures and three cul- 
ture positive pneumococcic patients; thirteen cases 
(or 46%) expired while twelve (or 43%) recovered; 
three patients (or 11%) left the hospital unimproved. 


The nine cases without chemotherapy expired. Here 
only one hemolytic streptococcic and one pneumococcic 
positive cultures were obtained. Possibly the fact that 
in this (untreated) group a longer average time inter- 
val elapsed before the patient was seen explains, in 

part, the high mortality. 
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Ottoni de Rezende,** Yule*** and Hughes?® 
all report cases of pneumococcic meningitis re- 
coveries, Ottoni de Rezende’s case being a type 
III. Long and Bliss,° though not referring to 
otogenous paths, state that in six cases of 
pneumococcie meningitis, three of which received 
sulfapyridine combined with type specific anti- 
pneumococcie serum, only one patient recovered 
and that one was treated with sulfapyridine 
alone. 

Sinus thrombosis offers that ideal state of a 
fluid media for sulfur chemotherapy. Here a 
maximum of therapeutic response may be elic- 
ited, especially with the beta strain of hemolytic 
streptococcus and pneumococcus. Consequently, 
as soon as the diagnosis is established, adequate 
therapy should be instituted for one or two days 
followed then by operative intervention. In this 
way the various tributary venous radicals, so 
ably demonstrated by Batson,?® which may be 
thrombosed and thus prolong sepsis, are most 
effectively handled. Post-operatively it is im- 
portant to continue this therapy until no clinical 
evidence of pathology persists. 
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Fig. 6. In our group each had five cases of lateral 
sinus involvement. Five deaths occurred in each 
group. In the sulfuramid treated group two had 
bronchial pneumonia, two tuberculosis meningitis, 
while one streptococcic meningitis proved fatal. Out 
of the five deaths in the untreated group, three were 
pneumonias, while two had tuberculosis meningitis. 


In petrositis it has been advised to withhold 
administration of the drug during a period of 
observation so as not to mask the clinical course 
and vitiate proper management.”® If there is 
meningeal involvement or operative interference 
is advisable, it should be given as usual. 

Abscess of the brain is a surgical entity, al- 
though Bucy*? commenting upon the combina- 
tion of these compounds with abscess drainage, 
goes so far as to advocate aspiration in conjunc- 
tion with sulfanilamide therapy as the initial 
treatment of brain abscesses of known streptococ- 
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cal or pneumococcal origin; so auxiliary chemo- 
therapeusis, here as elsewhere, facilitates resolu- 


tion. 
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E. W. Schoeffel, Chemical Laboratory of the Amer- 
ican Medical Association: A micro bedside test for 
the determination of the sulfanilamido-group concen- 
tration in body fluids. 

The widespread therapeutic use of drugs containing 
the sulfanilamido grouping is safeguarded by methods 
which permit the constant observation of the effective 
concentration level in the body fluids. However, the 
many untoward effects produced by these substances 
force the physician to keep a close watch over his 
patients due to individual differences in tolerating the 
sulfanilamido drugs. In general Marshall’s method is 
used. Several modifications of this test have recently 
been published. which aim to simplify existing clinical 
laboratory procedures. 

All known modifications were compared with each 
other. A procedure was found which is simple, brief, 
accurate and economical, and will be published in the 
near future. (The method was demonstrated at the 
end of the Symposium). The method is also reliable 
and is repreducible in the hands of even inexperienced 
but conscientious student technicians. Since it is not 
directly necessary to report at all times minute frac- 
tions of concentration levels, but distinctions between 
various concentrations of either 3.5 or 4 or 2.5 and 
3 mg. per 100 cc. body fluids, this new modification 
is considered to take stand with present procedures. 
Marshall’s method together with the spot test filter 
paper method form the principals by which this 
rapid test was accomplished. It is fitted for the physi- 
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cian or his technician to determine the blood level 
concentration without the aid of laboratory facilities 
at the bedside even in rural districts. 





SULPHUR SYMPOSIUM: 
SULFANILAMIDE IN OPHTHALMOLOGY 


Harry W. Wooprurr, M. D. 
JOLIET, ILLINOIS 


You have been shown the text-book on the 
work of Long and others of Sulfanilamide. 
There are in it very many references to cases il- 
lustrating the value of this form of chemo- 
therapy. However, there is very little in it about 
the use of the drug in diseases of the eye. My 
own experience with it also is limited, but one 
gets a great deal more out of his own experience 
than out of somebody else’s. Some of the cases 
T have seen were so outstanding that I became 
enthusiastic about it, and when Dr. Allen was 
looking for someone to present this subject, he 
found me ready to jump at the opportunity of 
telling of my experience. 

In this symposium we get the point of view 
of the chemist, and see how they push these 
elements around and hook them together and in 
various locations in the ring. I look with a great 
deal of admiration upon these chemists who are 
doing so much for us. I agree with the state- 
ment that this marks a new era in medicine, be- 
yond a doubt. The experimental work done by 
Bellows and Ching at Northwestern, is interest- 
ing in determining the distribution of sulfanila- 
mide in the blood. They experimented with dogs, 
administering sulfanilamide with a stomach 
tube, and were able to detect sulfanilamide with- 
in fifteen minutes after administration, in the 
tissues of the eye. For instance, the determina- 
tion of the concentration of sulfanilamide in the 
eye, one, two, three, four, six, twenty-four and 
forty-eight hours after a single dose by mouth, 
revealed the maximum to be reached after six 
hours. The concentrations of the tissues and 
fluids examined, listed in decreasing order, were 
blood, chorioretinal layer, corneascleral layer, 
aqueous humor, lens and vitreous humor. 

I think the opthalmologist has some advan- 
tages over other specialists in that he has the op- 
portunity of observing the hour to hour and day 
to day results of his treatment. As to personal 
experiences, I have had two very outstanding 
cases of injury with steel particles penetrating 
the vitreous. One of these cases I saw first at 
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night. A diagnosis was made of steel in the 
vitreous. Also there was a line of pus or exudate 
in the anterior chamber, with very definitely 
observable infection. I sent him to the hospital 
and ordered 40 grains of sulfanilamide to be ad- 
ministered at once. I did not make any attempt 
to remove the steel at first. In the morning the 
exudate had entirely disappeared and he had a 
very successful magnet operation. 

The other case also had a piece of steel in the 
vitreous. The lens was injured and there was 
considerable exudate in the anterior chamber. 
Two or three days of sulfanilamide treatment 
cleared it up entirely, with normal vision after 
the removal of the steel and the traumatic cata- 
ract. In both of those cases I feel the eye would 
probably have been lost without prompt action 
by large doses of sulfanilamide. 

Another outstanding case was one of gonorr- 
heal ophthalmia in a woman aged about 40. Bac- 
terial examination showed gonococci, and there 
was terrific swelling and profuse discharge of 
pus. 

This woman had only 150 grains of sulfanila- 
mide all told in 6 days. She had some reaction, 
cyanosis, nausea, but we made no change in the 
treatment, and in two days the conjunctival se- 
cretion was free from gonococci. One could see 
scarcely any discharge, and in one week the wom- 
an was discharged completely recovered, no 
swelling and no discharge remaining. I have 
never seen a case of that type, where gonococci 
were so evident, clear up in such a short time. 
The local treatment consisted of frequently 
cleansing and ice applications. 

There are many cases in the literature of 
ophthalmia neonatorum treated by this drug and 
the results are uniformly very good. Dr. Gamble 
reported last fall a case of sympathetic ophthal- 
mia, in which the result was quite satisfactory 
with sulfanilamide. The boy was later accident- 
ally killed and Dr. Gamble secured both eyes 
for laboratory examination which definitely es- 
tablished the clinical diagnosis of sympathetic 
ophthalmia. Of course sympathetic ophthalmia 
is rare and one’s experience is limited, but it is 
so disastrous to both eyes that anything like this 
is worthy of trial, although some do not believe 
that these compounds are effective in the virus 
diseases. That, however, I think has not been 
definitely determined. I asked Dr. Gamble a 
month or two afterward if he had any further ex- 
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perience of this sort. He said he used sulfanila- 
mide in every case of eye injury as a prophylac- 
tic whether there were any signs of infection or 
not; and that within a day or two all the cases 
were remarkably free from reaction. I was not 
so fortunate in a case of infection following a 
cataract operation. This was an elderly woman, 
and technically it was a poor job. We lost the 
lens, the first time in my experience that this has 
happened. It was a hyper-mature lens, and in- 
stead of grasping it, it went down into the 
vitreous and I was not able to get it. She did 
not tolerate sulfanilamide very well. When one 
realizes that in a cataract operation, almost half 
the cornea is separated from the limbus, it is 
plain to see that the nutrition of that part of the 
eye is not rapidly restored, and when you have 
an infection superimposed on that, it is serious. 
This patient later also developed a sympathetic 
ophthalmia. Atropine increased the tension so 
had to be abandoned. We put her on neopronto- 
sil which agreed with her very well. I think it 
had a remarkable effect on the inflammatory con- 
dition in the second eye. She is 85 years old, 
and enucleation was not considered in the or- 
iginal eye, and up to the present time she has 
been doing well on prontosil although she did 
not do well on sulfanilamide. 

I have had a little experience with corneal 
ulcer. One case was that of young woman who 
had a corneal ulcer of unknown etiology, some- 
thing constitutional, perhaps, similar to phlyc- 
ienular keratitis. She had scars on both eyes 
and repeated attacks of ulceration which we 
cauterized. We used prontosil for several weeks 
and she finally made a satisfactory recovery, and 
T attribute some of the result to the use of this 
drug. I had another case of uveitis in a man 
aged 50. He had been to some of the very best 
clinicians and ophthalmologists without their be- 
ing able to establish a satisfactory diagnosis so 
far as etiology was concerned. The cornea was 
quite cloudy and he had some elevation of ten- 
sion, which I felt was secondary to the uveitis. 
I put him on atropine, which worked very well. 
The cornea cleared, the tension came down, al- 
though not quite to normal. 

Not being able to determine any definite 
etiologic factor in this case, we had to take a 
“pot shot” with sulfanilamide. It did not ac- 
complish anything; neoprontosil did nothing for 
him. We kept the pupil dilated, but the anterior 
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portion of the eye showed dots uniformly dis- 
iributed not only on the posterior surface of 
the cornea but also on the anterior surface of 
the lens. In this case sulfanilamide and pronto- 
sil did no good, but calcium gluconate did more 
than anything else. He has pretty good vision, 
6/20 to 6/25 at the present time. He has also 
had foreign protein injections. I have already 
referred to Dr. Gamble’s experience with the 
drug as a prohylaxis in eye injuries. Whatever 
the action may be on leukocytes or the bacteria 
or the eye itself, I think it is well to use it. I 
am now using it preliminary to cataract extrac- 
tions and during the first few days of convales- 
cence, not in large doses but half the average 
dose. I have had no reason so far to regret the 
use of it. The dose is comparatively low and so 
far there have been no ill effects. It may be that 
as a prophylaxis we may have something in sul- 
fanilamide for these cases. 


I have a number of case reports from the liter- 
ature which are so uniformly in agreement, that 
1 believe they are of particular value; One case 
is that if a girl age 11, on whom the diagnosis 
of gonorrheal conjunctivitis and vaginitis was 
made. Both eyes were involved, the left much 
more severely. In addition to the usual treat- 
ment, she was given 5 grains of sulfanilamide 
every four hours; she was also given fever treat- 
ment in a fever machine. She showed rapid im- 
provement, the discharge disappeared and she 
finally recovered, with some scarring of the cor- 
nea where the epithelium was invaded, but she 
has normal vision in the other eye. 


There are many cases reported of treatment 
in gonorrheal ophthalmia, and the comparison of 
treatment with sulfanilamide to treatment by 
other means, shows that sulfanilamide is much 
more favorable. Much has been written about 
the use of sulfanilamide in trachoma. I have 
not had experience with that, but it is the 
general opinion that it is of value especially 
in cases with corneal complications. The pan- 
nus or corneal ulceration is improved with sul- 
fanilamide. I doubt very much if diseases that 
are definitely chronic can be benefited to the 
extent the acute conditions can, but we have 
an acute stage of trachoma in which I would 
say sulfanilamide is indicated. All the reports 
I have seen are practically in agreement, 


Corneal ulcers are also reported to yield to 
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this therapy. Many authors have stressed the 
need for caution, and contra-indications for its 
use, but if carefully administered in selected 
cases it is unquestionably bringing about excel- 
lent results. 

I will close with this conclusion: From my 
personal experience and from examination of the 
literature I would say that there are certain types 
of diseases of the eye in which sulfanilamide is 
preeminently valuable; it is specific in gonorr- 
heal ophthalmia, it is valuable in corneal ulcer, 
probably valuable in prophylaxis, and as our 
knowledge of its use increases, undoubtedly we 
will receive still further valuable information. 





CLINICAL APPLICATIONS OF 
TESTOSTERONE PROPIONATE 


MAXIMILIAN Kern, M. D. 
CHICAGO 


Literature on the subject of the male sex 
hormone, as applied to various clinical condi- 
tions, is to date somewhat incomplete. Thus far 
no clear-cut understanding as to the indications 
for its therapeutic use has been established. 
However, the results reported from various 
sources are encouraging although somewhat con- 
flicting, thereby leaving a wide opening for the 
clinician to draw his own conclusions. 

For this reason it is the purpose of this paper 
to review the findings of some clinicians and to 
report personal observations in a few typical 
cases out of a group who presented themselves 
over a period of eighteen months. The author 
feels that in contrast to the well-characterized 
and well defined symptoms of hormone defi- 
ciency, which are usually treated in the liter- 
ature, the intermediate or subclinical cases, 
which we meet so frequently in everyday prac- 
tice, are equally deserving of study and consider- 
ation. In such cases it is difficult to conclude 
positively that the patients suffer from a pro- 
nounced hyposecretion of the androgenic hor- 
mone. Perhaps for this reason authors have 
failed to include such a study in their reports, 
although they have in all probability treated in- 
numerable cases of this so-called border-line type. 

It is not the purpose of this paper to review 


the chemistry of the synthetic male sex hormone, 
testosterone propionate, nor the physiology or 





Read before the Medical Round Table of Chicago. 





sex 











November, 1940 


anatomy of the sex apparatus. Nor is it the in- 
tention of the author to enter into controversial 
issues as to the efficacy of testosterone propionate 
as a therapeutic agent in the treatment of pro- 
static hypertrophy or spermatogenesis. It is 
merely desired to present a report of the results 
obtained in private practice from the use of 
testosterone propionate (perandren). 

Perusal of the literature reveals a record of 
great accomplishment in the laboratory; notably 
in the chemistry of the synthetic male hormone, 
as well as in the various attempts at biological 
assaying of human urine for hormone content. 
One has but to read the reports of Gallagher and 
Koch,' Kenyon and associates,? Friedgood,* Cal- 
low,* and Rusch and Kundert® to get some idea 
of the tremendous strides which have been made 
and are being made in this field. 

Wright,® in reporting on 251 cases, concludes 
that all persons are more or less bisexual and 
that normally their urine would show the pres- 
ence of male and female hormones, as well as 
the goradotropic factor of the hypophysis; the 
male hormone predominating in the man, while 
in the normal woman the female hormone would 
predominate. Any marked deviation or reversal 
of the norma! androgen-estrogen ratio, as ob- 
tained by the method of Koch and others, would 
result in an abnormal condition. 

Assuming the logic of this theory, it ought to 
be a rather simple procedure to test every patient 
(male) by urine assay and treat him with the 
synthetic hormone, if only on the basis of sub- 
stitution for the deficiency. In practice, how- 
ever, it is not as simple and one must evolve his 
own apparent indications. 

‘Thompson and Heckel’ considered only two 
types of hormone therapy effective in the treat- 
ment of hypofunction of the testes; one is stimu- 
lutive, the other substitutive. The former is ap- 
plicable whenever stimulation is required and 
the latter can be used as a substitution therapy 
in cases where the testes are not capable of pro- 
ducing a sufficient quantity of their own hor- 
mone, either by stimulation or otherwise. It is, 
of course, conceivable that some conditions would 
require both stimulative and substitutive ther- 
apy. 

Much can be learned from the reports of clini- 
cians who had access to a good deal of material 


and who have had the opportunity to classify 


the causes and symptoms as well as the results 
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they obtained from the therapeutic use of various 
synthetic sex hormone preparations. 

A rather complete report as far as the variety 
of conditions treated is that of Turner.’ He re- 
ports favorable results in the treatment of 54 
cases of genital hypoplasia and malfunctions of 
the sex organs, in males ranging from 7 to 75 
years. The treatment consisted of intramuscular 
injections of testosterone propionate two or three 
times a week in doses of from 10 to 25 mg. He 
further reports that no untoward by-effects were 
noted in the cases under treatment. 

In his series of cases, which included adult 
hypogonadism, sexual diminution associated with 
senescence, adiposogenitalism, and benign pro- 
static hypertrophy, testosterone propionate 
proved effective. This effectiveness was evidenced 
in penile growth, hair growth, enlargement of 
the larynx, changes in body contour, especially 
in the adiposogenital cases, and in producing 
erections and emissions. He noted that sperma- 
togenesis was not observed in any case and that 
gynecomastia with normal secondary sex develop- 
ment is apparently not influenced by injections 
of the hormone. Jn all cases an augmentation of 
the sexual powers was experienced and the men- 
tal attitude was improved. 

Hamilton® also reports favorable clinical re- 
sponses to the use of testosterone propionate. His 
cases included five cryptorchid children, ranging 
from 18 months to 11 years, a 26-year-old hypo- 
gonadal male, and a 43-year-old man, who had 
been completely impotent for eight years. The 
tendency. to erection noted in small children, 
after receiving from 2.5 to 10 mg. of testosterone 
propionate three times weekly is significant, 
since the mental factor is minimized with this 
group. 

The 26-year-old hypogonad male, whom Ham- 
ilton?® treated with injections of testosterone pro- 
pionate, experienced pronounced penile erections 
60 hours after the first injection. In the first 
period of treatment 14 injections, 550 mg. of 
testosterone acetate in peanut oil were given. 
After a rest period, injections were begun again 
twice weekly for five weeks with 5 mg. testoster- 
one propionate, when the dosage was increased 
to 20 mg. twice a week. 

Prior to treatment, this patient had expe- 
rienced only infrequent erections; however, six 
days after the onset of treatment, erections oc- 


curred repeatedly. As the author indicates, it is 
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significant to note that when a bland material 
was substituted for the testosterone propionate 


the erections subsided, even though the patient 
believed the substance to be the same. When the 
potent injections were again given, frequent 
erections recurred, 
Theoretically, no condition should be more 


amenable to treatment with synthetic sex hor- 


mone than one in which substitution therapy 
is indicated. On the basis of such reasoning, 
Werner,** discussing the male climacteric, states 
that an “endocrine dysfunction, plus the imbal- 
ance of equilibrium between the two divisions 
of the autonomic nervous system, with evidence 
at times of disturbance in the psychic centers 
is due primarily to the decline of the sex glands.” 

The author presents case reports of two pa- 
hents, one of whom complained of nervousness, 
mental depression and hot flushes, which oc- 
curred about three times a month and lasted 
an hour. The patient also gave a history of 
vertigo numbness and tingling of the extremities, 
tachycardia, palpitation, dyspnea, fatigability, 
headaches, vertigo, ete. This patient was treated 
with testosterone propionate, 10 mg. three times 
weekly and the results were very impressive. The 
author adds, however, that when the treatment 
was discontinued the symptoms began to return. 

In the second case presented, Werner gives 
the history of a partial castrate with atrophy 
of the remaining testicle. The symptoms were 
classical. After treatment with 10 mg. testo- 
slerone propionate three times a week the pa- 
tient seemed much improved and his symptoms 
had disappeared. 

On this subject of the male climacteric, 
Thompson and Heckel’ maintain that there is 
no definite period in the male which could com- 
pare with the menopause in the female. They 
support their statement by the fact that over 
50 per cent of men, 70 years of age and over, 
show the presence of spermatozoa. On the 
other hand, Sevringhaus,!2 in discussing the 
above treatise, contends that there is a very def- 
inite clinical syndrome, which could be consid- 
ered the male climacteric. While this syndrome 
lacks the objective evidence of the menopause 
in the femaie, he reports that testosterone pro- 
pionate has been effective in his hands in bring- 
ing about relief of the psychic complaints. 

McCullagh,"* although convinced that testic- 
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ular deficiency does not always manifest itself 
through any characteristic symptoms, is of the 
opinion that impotence in itself is not evidence 
of hypogonadism. He cites as proof the fact 
that urinary androgens have reached high levels 
in some cases of hypogonadism and testosterone 
propionate has not influenced the condition. 


Likewise he stresses the fact that a low andro- 


gen content may be associated with general ill 


health, with or without impotence. Neverthe- 
less, he states that in some adult males symp- 
toms suggestive of hypogonadism may be re- 
lieved by the use of testosterone propionate. 

It would be superfluous to report on the large 
number of patients treated by the author, since 
they would in most instances furnish a repeti- 
tion of the clinical reports mentioned above. 
However, it is thought more interesting to re- 
port on the results obtained in so-called border- 
line types, where the classical picture is lacking 
but where indication for therapy is present and 
the results speak for themselves. It might be 
added that wherever the results were obviousiy 
satisfactory, a control period was instituted. 
This consisted of cessation of treatment for 
awhile in some eases. In other cases, unbe- 
known to the patient, blank ampules were used 
which contained sterile sesame oil without 


perandren. In each case there seemed to be a 
recurrence of symptoms in due time and regular 


tratment was resumed. 

Case 1,—B, W., 48-year-old male, gave a history of 
the usual diseases of childhood. He complained of 
frequent headaches, pain over the frontal sinuses, 
fatigability, lack of sex interest, infrequent erections 
and premature ejaculations. The most outstanding 


complaint, however, was acne, lasting over a period 
of years and resistant to the usual lotions and other 


external treatments. Physical examination was es- 
sentially negative, excepting a low systolic blood pres- 
sure (98), pulse of 60 and a metabolism rate of -16. 
The electrocardiogram was negative. 

The treatment consisted of intramuscular injections 
of testosterone propionate (perandren), 10 mg. twice 
weekly for a period of two months, supported by the 
percutaneous use of ointment containing testosterone 
propionate. At the end of this period treatment was 
discontinued because the patient felt much improved, 
his erections were apparently more frequent and the 
acne was less noticeable. After a rest period of 
several months, there was a recurrence of the symp- 
toms and treatment was resumed with apparently 
encouraging results. 

Case 2.—M. L., aged 56, gave a history of chronic GC 
infection, followed by strictures, which were treated 
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surgically about ten years ago. Since that time, the 
patient had painful ejaculations following coitus, 
diminished libido, frequent headaches, and the inability 
to sleep. He also complained of nervousness, urgency 
and nocturia, The examination showed a slight 
prostatic hypertrophy, but was otherwise negative. 
Treatment was instituted with intramuscular injec- 


tions of 10 mg. testosterone propionate twice weekly 
and was continued for ten weeks, After that time 


libido was increased, ejaculations became more copious 
and frequent, sex urge increased, and nocturia disap- 


peared. The improvement in general was very marked, 
although examination of the prostate revealed no 


change in the hypertrophy. In spite of the improve- 


ment noted, it was considered advisable to continue 


treatment with 10 mg. testosterone propionate once 


a week, and the results have been consistently gratify- 


ing. 
CasE 3.—W. S., aged 40. There was nothing unusual 
in the history except that the patient had had malarta. 
He complained of fatigability, diminished libido, a 
gain in weight and noticeable enlargement of the size 
of his breasts. Examination revealed small but 
normal genitalia, slight mammary increase and normal 
metabolic rate and electrocardiogram. 

The patient was given intramuscular injections of 
5 mg. of testosterone propionate twice weekly. After 
six weeks this regime was interrupted and the patient 
reported no change in his condition. Treatments with 
25 mg. testosterone propionate twice weekly were 
resumed after a lapse of several months with ap- 
parently no change to date. 
Case 4.—S. S., a school boy, aged 11, with a history of 
the usual diseases of childhood, excepting mumps, 
complained of overweight, small underdeveloped geni- 
talia, and somewhat feminine appearance. At the time 
of examination the testicles seemed only partially de- 
scended and the genitalia were markedly under- 


developed. There was the appearance of adiposo- 
genitalism with an increase of the mammary paddings. 


X-ray examination of the sella was negative. 

Intramuscular injections of 10 mg. testosterone 
propionate twice weekly for five months apparently 
resulted in an increase in the size of the penis, 
almost complete descent of the testes, improvement 
in the appearance of adiposogenitalism, and a begin- 
ning growth of hair in the pubic region. The patient 
also appeared livelier, less jerky, and a remarkable 
improvement in the facial expression was noticed. 
CasE 5.—A. E. D., a 94-year-old school boy, was 
examined because of overweight and sluggishness. 
He lacked confidence in himself and “did not enter 
into things.” For two years he had been treated with 
tonics, but showed no improvement. Examination 
revealed undescended testes and adiposogenital habi- 
tus. The genitalia were small. 

Treatment consisted of intramuscular injections of 
APL, alternating with testosterone propionate in 5 
mg. doses over a period of five months, after which 
time it was discontinued. The patient returned after 
his summer vacation and an examination then showed 
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almost normal development of genitalia, but no evi- 
dence of pubic hair. The boy was apparently niore 
active and his parents seemed satisfied with the prog- 
ress. 

CAsE 6.—M. S., aged 44, had nothing abnormal in his 
history except frequent headaches. He complained of 
overdevelopment of his breasts, particularly the left, 
followed by noticeable decrease in libido. X-ray 
examination of the sella was negative and the prolan 
estimation was within normal limits. The basal metab- 
olism rate ranged between -18 and -24. The blood 


pressure and pulse were low normal and the electro- 
cardiogram was normal, except for left axis deviation. 


Treatment consisted of injections of 10 mg. testo- 
sterone propionate twice weekly for three months, 


without any noticeable change in his condition. After 


a lapse of. another three months, treatment was re- 


sumed with 25 mg. testosterone propionate twice a 
week. This regime was continued for two months, 


but it did not produce a decrease in the size of the 


breasts; however, libido and sex power were markedly 
increased. 

The latter finding seems to be contrary to the ob- 
Servations of Rubinstein,* who reports on the ef- 
fect of perandren on spermatogenesis in eight male 
adults. He emphasizes the fact that while small doses 
of the hormone stimulate libido, large doses seem to 
depress it. 

Case 7—A. C., a 33-year-old male, gave a history of 
hyperplasia of the breast, which had been surgically 
removed, atrophy of the left testis and surgical re- 
moval of the right testis, following injury. No path- 
ological report of the biopsy was obtained. The voice 
was high pitched, the skin very fair and the beard 
scant. Quantitative examination of the prolan and 
estrin excretion in a 24-hour specimen of urine showed 
30 R. U. of prolan and 8 R. U. of estrin against the 
suggested normal of 4-12 R. U. and 10-40 R. U, respec- 


tively. 
Treatment consisted of injections of 25 mg. testo- 


sterone propionate twice a week for two months. Al- 
though the prolan and estrin values were normalized 
after the treatment, there was no alleviation of the 
associated symptoms. 


Case 8.—S. W., a 24-year-old male homosexual, was 
well developed and did not show any evidence of 


genital abnormality. X-ray examinations of the sella 
and sinuses were negative; intravenous pyelography 
revealed nothing abnormal. The electrocardiogram 
showed sinus bradycardia, but the basal metabolism 
rate was normal. The examination of the prolan and 
estrin excretion in the urine of a complete 24-hour 
specimen showed less than 10 R. U. and less than 5 
R. U. respectively. 

Treatment with 10 mg. testosterone propionate 
twice weekly was instituted and continued for three 
months. This regime was supplemented by daily in- 
unctions and produced very gratifying results during 
the time employed. The patient apparently developed 
confidence in himself and showed a great deal of 
self-control, as far as his homosexual practices were 
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concerned. How much of this improvement could be 
attributed to the factor of suggestion could not be 
ascertained. This is particularly true in view of the 
fact that a change of location made the continuation 
of controlled treatment impossible, and at this present 
writing a relapse into the original state of mind and 
habits has occurred. 


CONCLUSIONS 

A review of the literature dealing with the 
clinical experience with testosterone propionate 
is presented. 

Most authors agree that subjective improve- 
ment has been obtained with the use of testo- 
sterone propionate, most striking of these were 
noted in the treatment of the so-called male 
climacteric. 

Results of the use of perandren for a period 
o 18 months is offered and eight typical cases 


are cited. 
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In treating peripheral circulatory disturbances 
one of the most important approaches is to over- 
come the vasospasm which is the prime cause 
in the vasospastic form of vascular disturbances 
and an important factor in the occlusive forms. 
A number of medicinal products and surgical 
procedures have been advocated to overcome this 
factor and thereby aid the development of 
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collateral circulation. Chief among the former 
are acetylcholine, acetyl-beta-methyl-choline- 
chloride, the theobromine derivatives, and papav- 
erine. 

Both acetylcholine and acetyl-beta-methylcho- 
line-chloride cause some peripheral arterial dila- 
tation when given subcutaneously and in the 
case of the latter when it is given in large 
doses by mouth. We have found, however, that 
the action of these drugs is transitory and is 
not sustained for any appreciable length of 
time. Furthermore, the marked drop in the 
blood pressure, the sweating, and the salivation 
that result when the latter is administered sub- 
cutaneously are sufficiently severe to mitigate 
against the clinical use of the drug. In an 
effort to avoid these side actions, acetyl-beta- 
methylcholine-chloride has been administered by 
iontophoresis. Our results with this method of 
administration have not been satisfactory. Theo- 
bromine derivatives in our hands have also failed 
te produce notable peripheral vasodilatation. 
Papavarine hydrochloride has given us excel- 
lent results in some cases of acute vascular spasm 
following embolism, and in ergot poisoning, but 
it has had very little effect in the cases with 
chronic vasospasm. 

In regard to the surgical procedures, we have 
had good results in these cases with sympathetic 
ganglionectomy and with paravertebral alcohol 
injections into the sympathetic chains. These 
measures, however, are radical, and although 
they are efficacious, are not suitable for all cases. 
A more efficient conservative or medical means 
of producing the same effect would of course be 
a great help in this class of patients. 

The peripheral blood vessels are innervated 
by two sets of nerves, the sympathetic and the 
parasympathetic, which are primarily antago- 
nistic in their action. The sympathetic fibers 
produce vasoconstriction and the parasympa- 
thetic fibers vasodilatation. It has been shown 
that various chemical changes occur at the auto- 
nomic nerve ends and that the resulting chem- 
icals, adrenergic in the case of the sympathetic 
nerve ends and cholinergic in the case of the 
parasympathetic nerve ends, cause the visceral 
responses. In addition to these chemical changes, 
Loewi’ and Stedman? have demonstrated recent- 
ly that a normally present esterase, termed by 
Stedman choline-esterase, inhibits the action of 
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the cholinergic substance and thus indirectly 
makes the action of the parasympathetic nerv- 
ous system intermittent. No antagonist at pres- 
ent known operates in a similar manner on the 
adrenergic substances. 

In 1918 Fuhner* demonstrated that physo- 
stigmine acted synergistically with acetylcholine 
te increase its parasympathetic stimulating prop- 
erties. Later, Loewi' and Stedman? showed that 
specifically physostigmine inhibited the choline- 
esterase and thus permitted the unimpaired ac- 
tion of the acetylcholine present. 

Prostigmin (dimethyl carbamic ester of m- 
oxyphenyltrimethylammonium methylsulphate) 
is a synthetic drug which acts pharmacologically 
like physostigmine as shown by Whitt and Sted- 
man‘ and by Aeschlimann and Reinert®. Straub 
and Scholz® demonstrated that the inhibitory 
action of prostigmin on the esterases was greater 
than that of physostigmine. A. Myerson’ and 
his co-workers studied its parasympathetic effect 
upon various organs. All investigators found 
that the drug was safe within certain limita- 
tions and that it had fewer untoward by-effects 
than physostigmine. Since then it has been used 
successfully in the treatment of postoperative 
intestinal atony® and in myasthenia gravis’. 

In all the literature on the pharmacologic 
studies of prostigmin we have been unable to 
find any description of its action upon the peri- 
pheral blood vessels. Its effect upon the cardio- 
vascular system has been described simply as 
one of slowing of the heart rate with very little 
effect upon the blood pressure. Because of its 
synergistic action with the normally present 
acetylcholine and its parasympathetic stimulat- 
ing properties, it seemed to us, theoretically, that 
prostigmin should produce peripheral vasodilata- 
tion and so might be useful in the treatment of 
peripheral vascular disturbances. With this in 
mind we studied the effect of prostigmin upon 
the peripheral blood vessels. 


Following a subcutaneous injection of 14 mgm. 
of prostigmin there was a rise in the digital 
skin temperature (of 3.0, 4.4 and 7.6° C. respec- 
tively) in the individuals tested. In the normal 
individual the temperature rose slowly over a 
period of 9C minutes and was sustained for 2 
hours. In the vasospastic cases the temperature 
rose within 15 to 30 minutes and the elevation 
lasted 4 to 6 hours. It was associated with a 
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definite slowing of the pulse. There was very 
little change in the blood pressure and in the 
size of the pupils and no abdominal cramps 
were produced. There was a similar but less 
marked response to oral administration of 
prostigmin. 

The histamine skin test on the dorsum of 
the hand increased in intensity in all three in- 
dividuals following prostigmin administration. 
The temperature of the flare rose 0.6°C. above 
its original maximum temperature in the nor- 
mal individual and 1 and 1.4°C. in the two 
vasospastic cases. The prostigmin itself pro- 
duced no flushing of the skin. 

The rise in the skin temperature of the digits 
following prostigmin was not as marked as that 
following peripheral nerve block. 

The capillaries in the nailfold of the 5th 
fingers of the vasospastic cases were slightly 
Gilated and numerous at the beginning of the 
study. Following prostigmin the visible capil- 
laries become narrower and fewer in number 
and there was a definite acceleration of the 
capillary blood flow. In the normal individual 
only the more rapid flow was noted. The capil- 
lary changes following nerve anesthetization 
were similar in each case to those caused by 
the prostigmin. 

In addition finger plethysmographic studies 
showed a marked increase in the pulse wave after 
prostigmin. 

These studies demonstrated to us that prostig- 
min is a peripheral vasodilator. 

The present report deals with the use of 
prostigmin in the treatment of some of the 
feripheral circulatory disturbances. We have 
used this drug clinically in thirty-one cases; 
eleven cases of thrombo-angiitis obliterans, four 
of arteriosclerosis, none of Raynaud’s syndrome, 
five of acrocyanosis, and two of acute vascular 
occlusion. At first each patient was given a 
subcutaneous injection of 14 mgm. of prostigmin 
and the temperature of the involved extremity 
noted to determine the degree of vasodilatation 
produced. Then the patients were given 714 
mgm. of prostigmin orally three times daily 
at six hour intervals for a week without any 
other treatment. The effect of this therapy 
was noted. If no improvement occurred, the 
dose was increased to 15 mgm. of prostigmin 
three times daily. When and if improvement did 
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result, such an increase in the walking distance 
or an elevation of the digital skin temperature, 
a placebo tablet of the same size and shape as 
the prostigmin was substituted to rule out the 
possibility that the result was due to the psychic 
element of taking medication. (Slide No. 7) 

Results. Of the eleven cases of thrombo- 
angiitis obliterans treated, there was an im- 
provement in the walking distance and an eleva- 
tion of the digital skin temperature in seven 
and no improvement in four. These latter cases 
were of long-standing organic occlusion with 
apparently no element of vasospasm. In one 
of the cases that improved with prostigmin 
there was a rise of six degrees centigrade in the 
skin temperature, and the walking distance was 
increased from 1% block to a distance of one 
mile. In another case that improved, a woman 
with thrombo-angiitis obliterans of three ex- 
tremities and ulceration of the fingers of long 
duration, the ulcers healed in four weeks on 
prostigmin therapy alone. 

There was slight improvement in only one 
of the four cases of arteriosclerosis treated. The 
degree of vasospasm present was very slight in 
all of these cases as determined by peripheral 
nerve anesthetization. 

Of the nine cases of Raynaud’s syndrome 
treated, there was a marked improvement, i.e., 
complete disappearance of the attacks of vaso- 
spasm, in five cases with mild attacks and slight 
improvement in one case with moderately severe 
attacks. There was no improvement in three 
severe cases of Raynaud’s syndrome. One of 
the latter cases continued to have attacks of 
vasospasm even when the dosage of the prostig- 
min was increased to 30 mgm. four times daily. 
In one of the cases that improved a coexisting 
sclerodactylia improved along with the disap- 
pearance of the attacks of vasospasm. Another 
patient had had a recurrence of mild symptoms 
of vasospasm after a previous sympathetic gang- 
lionectomy, and these symptoms were relieved 
by prostigmin. An interesting observation in 


another case that improved was the disappear- 
ance of coexisting attacks of angina pectoris 
when prostigmin was administered. These at- 
tacks recurred along with the vasospasm of the 
extremities when a placebo was substituted. 
However, in one of the severe cases of Raynaud’s 
syndrome with coexisting angina pectoris neither 
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the angina pectoris nor the vasospasm of the 
extremities improved on prostigmin therapy. 
This problem of angina pectoris is being studied 
further. 

Of the five cases of acrocyanosis there was 
marked improvement with return of the color 
of the hands to normal in one case. In three 
other cases, which were severe, prostigmin caused 
the skin temperature to rise to normal but the 
reddish cyanotic color of the hands remained. 
The fifth case showed no improvement at all 
with the doses used. 

In addition to the foregoing cases prostigmin 
was administered subcutaneously to two cases 
of acute arterial occlusion. The first was a 
patient with embolic occlusion of the left iliac 
artery seen four days after the onset. The 
extremity was cold and cyanotic up to the mid- 
thigh even though papavarine had been admin- 
istered throughout the illness. Within four 
hours after prostigmin was given the cold blue 
area had receded to below the knee. Unfor- 
tunately this patient died a day later from a 
coexisting heart disease, so the observations were 
necessarily incomplete. In the other case there 
was an acute thrombotic occlusion of both fe- 
moral arteries. The extremities were blue, cold 
and anesthetic to the knees. Improvement was 
noted within two hours after prostigmin was 
administered, and improvement continued with 
prostigmin therapy until, by the end of one 
week, both feet were warm and of normal ap- 
pearance and all that remained was a small 
area of skin gangrene at the ends of the left 
second, third, and fourth toes. 

In the case of organic vascular occlusion that 
improved on prostigmin therapy the resultant 
improvement in circulation remained, when, 
after several months, prostigmin was discon- 
tinued. Apparently there was a development 
of collateral circulation when the element of 
spasm was removed. That this was not co- 
incidental is evidenced by the failure to bring 
about improvement in those cases by other thera- 
pentic measures before prostigmin was given 
and by the fact that there was a return of the 
symptoms when prostigmin was stopped early 
in the course of treatment. In the cases with 
primary vasomotor disturbances of Raynaud’s 
syndrome and acrocyanosis the improvement 
lasted only as long as prostigmin was admin- 
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istered. 

We found that most of our patients were able 
te tolerate doses of 45 to 60 mgm. prostigmin 
orally without developing abdominal cramps. In 
the few cases that did develop abdominal cramps 
and diarrhea from the use of the drug a tablet 
of 1/190 gr. atropine placed under the tongue 
gave relief very quickly. As in our preliminary 
studies, we found that subcutaneous injections 
of 4% mgm. prostigmin produce a greater and 
more prolonged temperature elevation than when 
the drug is administered orally. 


CONCLUSION 


Our results in thirty-one cases of peripheral 
circulatory disturbance indicate that prostigmin 
is an excellent vasodilator and as such is a use- 
ful adjunct in the treatment of peripheral cir- 
culatory disturbances in which vasospasm is a 
factor. The mechanism of its action, as has 
been shown by others, is through neutralization 
of choline-esterase, and thus permitting the 
cholinergic substances normally present to act 
at the parasympathetic nerve endings. 

There is an improvement in the collateral cir- 
culation in the cases with occlusive vascular dis- 
ease when the element of vasospasm is relieved. 
In the cases with mild primary vasomotor dis- 
turbances in the extremities relief from the 
symptoms continued as long as prostigmin is 
administered and recurs when it is stopped. 





Prostigmin used in this study was supplied by Hoffmann- 

La Roche Co., Nutley, N. J. 
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DISCUSSION 

Dr. Frank V. Theis, Chicago: Dr. Perlow has 
made a definite contribution to our armamentarium 
for the treatment of peripheral circulatory diseases. 
The results of his investigation have been factually 
presented with objective as well as subjective ob- 
servations carefully recorded. His conservatism in 
the interpretation of results is apparent by his con- 
clusions. It is indeed a privilege to discuss such an 
original investigation. 

At the present time treatment of circulatory di- 
seases has been chiefly directed toward symptomatic 
relief. We have little definite information as to the 
cause of most of these diseases. Arteriosclerosis, 
either senile or diabetic, Raynaud’s disease, Buerger’s 
disease and peripheral thrombosis seem to involve 
complicated biochemical processes and all of them 
need further elucidation. Until our knowledge is such 
that we can correct the factors responsible for the 
diseased condition we must rely on the few things 
which we can do for symptomatic relief. Vasospasm, 
as a variable but still a demonstrable factor in most 
circulatory diseases, can be benefitted by the effect of 
medical and surgical measures directed to releasing or 
interrupting sympathetic vasoconstrictor influence. Al- 
though we have all thought that parasympathetic 
stimulation for producing vasodilatation is a more 
direct method than the indirect approach by inter- 
rupting vasoconstriction through the sympathetic 
nerves, the idea of using prostigmin in circulatory 
diseases is original with Dr. Perlow and will, no 
doubt, offer a new field for future investigations. 

As emphasized, the treatment of circulatory diseases 
with prostigmin is only symptomatic for relief of 
vasospasm. In acute cases of arterial obstruction the 
additional element of vasospasm may be the deciding 
factor for gangrene to develop. Prostigmin therapy 
may provide sufficient improvement in circulation, 
even though transitory, to maintain the viability of the 
tissues until adequate increase in collateral circulation 
occurs. Another vasodilator drug, papaverine hydro- 
chloride, is being extensively used to produce tempo- 
rary relief from vasospasm in acute arterial obstruc- 
tion. In spasm of the retinal arteries we have ob- 
served vasodilatation from papaverine medication to 
last for only fifteen minutes. With prostigmin a far 
more lasting vasodilation in the extremities — from 
two to six hours — is reported by Dr. Perlow. Fur- 
thermore, in a case of failure with papaverine, he 
reports prostigmin produces definite clinical improve- 
ment. It would be interesting to know if comparative 
studies have been made of papaverine and prostigmin. 

Prostigmin seems to be a relatively safe medica- 
tion. Although abdominal cramps and diarrhea were 
observed in occasional cases the unfavorable effect is 
much less distressing and infrequent than with the 
pharmacologically similar physostigmine, the chief 
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alkaloid of Calabar or Ordeal bean. Although phar- 
macologically similar, the serious poisoning effect of 
physostigmine has not been observed with prostigmin. 

In evaluating the effects of any drug in peripheral 
circulatory disease we must take into account any 
action of the drug on the endocrines, heart, blood 
pressure, the blood and its oxygen and carbon dioxide 
content, and the body heat production and dissipation, 
in addition to the improvement in peripheral cutaneous 
temperatures. The thyroid secretion is known to in- 
fluence heat production and this is reflected in the 
amount of heat dissipated with resulting vasodilatation 
or vasoconstriction. A more forceful cardiac contrac- 
tion or increased pulse rate may be reflected in im- 
proved peripheral circulation. Dr. Perlow has stated 
that prostigmin does not affect the blood pressure. It 
seems to me that a further study of the effect of 
therapeutic measures on as many systemic responses 
as possible will enlighten our knowledge on the factors 
contributing to these diseases. I wish here to present 
some of our observations on the blood pressure, pulse 
rate, and oxygen content of the blood which were 
associated with changes in the peripheral temperatures. 
(Shown on lantern slides). 

Until the causative factors contributing to the var- 
ious circulatory diseases is better known we will be 
forced to continue treatment in a more or less empir- 
ical manner. There seems to be three indications for 
the use of prostigmin in circulatory diseases: 1. as an 
emergency measure in acute peripheral circulatory 
deficiency as occurs in thrombosis and embolism; 
2. as a means to temporarily delay impending gangrene 
in chronic arterial obstruction by even the slightest 
benefit of vasodilation to permit collateral circula- 
tion to develop; and 3. for temporary relief of purely 
vasospastic diseases by continued use of the drug. 

I again wish to express my appreciation in being 
afforded the opportunity to discuss this paper. 





LACTATION AND INVOLUTION 


Rap R. Loar, M. D. 
BLOOMINGTON, ILL. 


The importance of the changes that occur in 
the maternal organism during pregnancy and 
their relationship to a normal termination of 
pregnancy and labor is not greater than the 
equally dramatic changes that occur following 
the completion of labor and which are so essen- 
tion to the future wellbeing of the individual 
and her family. 

Much emphasis has been placed of recent years 
on adequate prenatal care and a safe delivery of 
the baby, but too often the attendant begins to 
lose interest, and after the post partum examina- 
tions dismisses her more or less from his mind 
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until perhaps the next pregnancy brings her 
again to his attention. While it is true that good 
prenatal care and a proper delivery favor normal 
involution and lactation, a closer following of 
our patients in the puerperium will quite likely 
assure them better health and happiness in the 
future. One writer has said, “The responsibility 
of the modern obstetrician should commence 
with the first pregnancy and not be relinquished 
until the patient is discharged in the best pos- 
sible physical condition following the birth of 
her last child.” 

It is with this long term viewpoint in mind the 
matter of lactation and involution assumes a 
position of extreme importance. 

To review briefly the hormonal factors in- 
volved, the hypertrophy and pre-secretory stages 
prior to lactation appears to be due to estrin 
stimulation, possibly combined with that of a 
fetal hormone, and the secretion of colostrum is 
telated to this phase of breast development. Ac- 
cording to Hoffman the estrogenic hormone is 
responsible for the activation of the milk duct 
system, whereas the corpus luteum hormone pre- 
pares the alveolar system. 

Following parturition the true-milk secretory 
phase of breast development would appear to be 
under the influence of the pituitary hormone 
prolactin. Continuation of lactation, however, 
requires the peripheral nervous stimulation of 
the nipple as provided by the suckling infant 
which is believed to act reflexly, causing further 
stimulation of the anterior lobe of the hypophy- 
sis. 

Experimental studies along these lines by many 
workers here and abroad are intensely interesting 
and tend to show scientifically the modus oper- 
andi in lower animals at least, and help to ex- 
plain corresponding events in the human. In 
demonstrating the role of the hypophysis for 
instance, Selye, Collip and Thompson found that 
lactation was rapidly and invariably terminated 
by hypophysectomy in mice and rats, that ani- 
mals hypophysectomized during pregnancy se- 
creted milk for only a few hours after parturi- 
tion, also caesarean section late in pregnancy 
induced lactation only if the hypophysis was 
intact. 

Rapid involution of the mammary glands did 
rot occur in rats in which all galactophores were 
tied but suckling continued. The stimulus of 
suckling at the nipples of certain glands main- 
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tained active secretion in neighboring glands not 
being suckled. ‘he ammenorrhea of lactation in 
the human was paralleled in that lactation dies- 
trus was maintained by the act of suckling in 
animals even though escape of milk was pre- 
vented by ligation of all galactophores. 

The favorable effect of lactation on puerperal 
involution may be that the corpora lutea of early 
puerperal ovulations persist and give the uterus 
a long enough rest before it again resumes the 
periodic vascular engorgements and epithelial 
proliferations of the re-established menstrual 
cycles: Does it not seem reasonable too that a 
longer period of amenorrhea is of distinct value 
to an individual in that she is at least for a time 
relieved of the psychic and physiological disturb- 
ances which ordinarily accompany the menstrual 
cycle? 

In other words she is maintained in a more 
or less endocrinological equilibrium, her bovine 
placidity being rarely disturbed by the frequency 
of gastrointestinal disturbances, more frequently 
seen in the artificially fed infant. 

In my experience, babies who get a certain 
amount of mother’s milk can handle almost any 
type of supplementary feeding equally well. With 
these facts in mind prenatal care should shape 
the expectant mother, not only toward a happy 
termination of her pregnancy but also toward a 
comfortable and satisfactory lactating and in- 
volutional period. 

Efforts of some clinicians to increase the flow 
of milk in humans have apparently been success- 
ful. Ross of Toronto found that a group of 
patients who received 1,000 units of prolactin, 
three-fourths nursed their babies completely, the 
proportion was much less in a group who re- 
ceived 400 units and still less in a control group 
given only intramuscular injections of normal 
saline. Lehmann, (Wurzberg) believes “that it 
is not the mere elimination of estrogen after de- 
livery which is responsible for the flow of milk 
but the speed with which it is eliminated. This 
explains the liberal but temporary supply of 
milk in cases of hemorrhage, also when the kid- 
neys interfere with the rapid elimination of 
estrogen, the supply of milk is poor, on this 
theory he advocates the use of purine body diu- 
retics immediately after labor to eliminate estro- 
gen rapidly. 

In a series of 396 cases, 72% of untreated 
women were able to nurse their babies as com- 
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pared to 92% who were given diuretics.” 

This would be in line with the theory that 
hypothyroids excrete estrogen poorly and that 
small doses of thyroid would have the same ef- 
fect as the purine diuretics. 

The importance of breast milk to the health 
of her baby as well as the advantages accruing to 
her own body by the process of lactation are ar- 
guments which usually convince a patient of the 
advisability of making an honest effort to nurse 
her baby. 

In addition to the proper involution of the 
uterus which normally should be complete about 
the sixth or seventh week post partum, the re- 
turn of the tone of the ureters and the shrinking 
of varicosities are part of the involution process. 

It is my impression that the women who con- 
sistently nurse their babies have fewer permanent 
varicosities than those who do not. Some moth- 
ers complain of the failure to return more 
promptly to their non-pregnant weight, which 
fact seems to be delayed by lactation. Their 
fears can usually be quieted by the explanation 
that further weight loss will occur after weaning. 

Many events leading up to lactation and in- 
volution have a distinct bearing on these phe- 
nomena and their relationship should be kept 
in mind at all times. All departures from the 
normal, either in pregnancy or labor can have 
an influence in preventing their successful culmi- 
nation. 

Since a vigorous suckling baby is so important 
to the proper breast stimulation, prematurity is 
to be avoided if at all possible. Difficulties of 
nursing prematures may not only be due to 
weak suckling powers of the infant but also the 
breasts have not had time for sufficient develop- 
ment of their duct and alveolar systems. No 
stone should be left unturned that would aid in 
bringing the mother through pregnancy as near- 
ly normal as possible. Continual attention is 
necessary to be sure that the diet be adequate as 
to all food elements. Iron and calcium may have 
to be added. Danforth and Ivy have shown that 
the latter is necessary for proper uterine con- 
tractions and that oxytocics are inefficient where 
it is lacking. 

Of equal importance is the psychological as- 
pect of prenatal care. The depressing effect of 
fear can interfere with any bodily function and 
what havoc it can play with the obstetrical pa- 
tient whose whole organism needs the proper co- 
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ordination of every part The patient should be 
able to look to her physician as a friend and 
counselor whose advice and comfort may help 
her in the many trying situations which may 
arise to effect her peace of mind. 

One of the fears often expressed by new moth- 
ers is that she will not be able to nurse her baby, 
usually this fear is groundless and may be dis- 
pelled by assurances to the contrary. Then there 
is a group of women who do not want to tie 
themselves down to a nursing routine, a largely 
selfish type of individual who if she can’t be con- 
vinced that her baby will profit, may be swayed 
by the argument of benefits accruing to herself. 

In labor as in pregnancy, abnormalities may 
effect lactation and involution. The chief of 
these is excessive loss of blood. Sheehan and 
Murdoch, found evidence of pituitary damage in 
cases of hemorrhage, the amount of damage be- 
ing proportional to the extent of the hemorrhage. 

Effkemann and Miller-Jager, found the same 
thing — also that in later life, women who 
suffered from severe post-partum hemorrhage, 
genital atrophy, accompanied by hypomenorrhea, 
sterility and adiposity, manifested itself. They 
feel, however, that these symptoms are not due to 
the bleeding but the bleeding occurred because 
the women had endocrine disturbances, which 
predisposed them to post-partum hemorrhage. 
Whichever view one may take, one should avoid 
unnecessary procedures which predispose to hem- 
orrhage such as efforts to hurry labor with pituit- 
rin or excessive narcosis with slowing of the 
natural progress of labor necessitating operative 
intervention. 

Precautions to prevent shock even without 
excessive bleeding can be taken, such as careful 
feeding during the first stage with plenty of 
carbohydrates in form of citrous drinks and 
honey — also measures to prevent heat loss by 
undue exposure of the patient at all times, es- 
pecially during delivery and the use of general 
anesthesia to only supplement, local, whenever 
possible. 

In excessive hemorrhage and in all cases of 
doubt as to seriousness of blood loss, transfusion 
should be given at once, not only to improve the 
patient’s general condition and her ability to 
combat a possible infection but also to insure her 
against pituitary damage. 

In the post partum period the attendant can- 
not afford to sit back and let nature take its 
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course and be sure of a proper sequence of events. 
Great patience and devotion to details are neces- 
sary to guide, especially the new mother through 
this time which may be critical as far as lacta- 
tion and involution are concerned. 

After six to eight hours of rest the baby is al- 
lowed to nurse alternate breasts for five minutes 
every four hours, skipping the after midnight 
feeding. Midway between nursing the baby is 
given as much sterile water as it will take but 
normal babies do not need a night bottle and 
attendants have to be checked in this regard or a 
habit will be formed which the mother will have 
to break or suffer the loss of an undisturbed 
nights rest, so valuable in the first few weeks fol- 
lowing delivery. Of course some babies will re- 
quire supplementary feedings but an attempt to 
check a normal weight loss or hurry a return to 
the birth weight is no justification for their use. 
The almost routine giving of one of the easily 
obtainable infant formulas is a large factor in 
discouraging breast feeding and the temptation 
to resort to them is great, especially when attend- 
ants are loathe to devote sufficient time in in- 
structing young mothers in the technique of 
nursing. 

A well balanced nourishing diet should be 
given early and equally important is complete 
physical and mental rest. The enemy to both 
of these is the pernicious and unlimited visiting 
allowed in many general hospitals. One of my 
patients recently told of a friend of hers who 
boasted of having had one hundred visitors in 
her ten days stay in the hospital. An unusual 
case, no doubt, but evidence of a tendency toward 
either carelessness on the part of the attendant 
or a desire to publicize himself at the expense of 
his patient. Most families will cooperate in this 
respect if the physician explains the bad effects 
of too much company and then has the courage 
to insist on compliance with his rules. 

In cases of prematurity and no contraindic- 
tion to nursing exists it is important that the 
breasts be stimulated until the baby is strong 
enough to nurse, a breast pump may be used to 
get milk for the baby with the occasional use of 
a borrowed baby to prevent drying up. 

Immediate aids in the involutional processes 
are early bed exercises, the frequent use of the 
prone position, sitting up in bed by the fifth 
day, in a chair by the seventh or eighth day, and 
a gradual return to the individual’s usual physic- 
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al activity by the sixth or seventh week post- 
partem. As soon as the patient’s strength per- 
mits the “monkey walk” is started, the walk 
followed by a rest in the prone position to main- 
tain anteflexion. Retroflexion is often mentioned 
as a cause of subinvolution but isn’t this confus- 
ing cause and effect. Properly involuted liga- 
ments and uterus naturally resuming their nor- 
mal relationship. 

In closing let me emphasize several points: 


First, lactation and involution have a definite 


relationship. Second, more mothers can and will 
nurse their babies if this relationship is im- 
pressed upon them. Third, good obstetrics justi- 
fies the consideration of these phenomena in 
every individual case, whether it be simple or 


complicated. 

Dr. Herbert E. Schmitz, Chicago: At St. Vincent’s 
Maternity Hospital in Chicago, about fifty per cent 
of our patients are unwed mothers. For that reason, 
at the time of delivery the child is taken from the 
mother and fed by a formula. We have always had 
a great deal of difficulty with the breasts of these 
patients. Of late we have used Di Ethyl Stibestrol, 
which is the synthetic estrogenic substance which 
has been described in the literature so much of late. 
We are also carrying on a study of the effect of 
axytoxics in which we are measuring the height 
of the uterus daily. The first thing that came to my 
attention was that those patients who received the Di 
Ethyl Stibestrol on the day of delivery and 1 mg. 
on the two succeeding days never lactated, probably 
because of the increase in the amount of estrogen in 
the patient. As far as the measurement of these uteri 
it showed that they did not involute as rapidly. These 
patients go home on the tenth day with uteri that 
are at least two or three cm. over the normal height 
for a patient at that time. I mention this as an inter- 
esting observation and I hope to be able to present 
a more complete report sometime in the future. 





THE USE OF SECONAL AS AN 
ANALGESIC AGENT DURING LABOR 
Witiram G. Cumminas, M. D., 
EVANSTON, ILLINOIS 

In reporting this series of 100 cases in which 
seconal was used as an analgesic agent during 
labor, no attempt is being made to herald the 
perfect drug. I have simply tried to compare it 
with other drugs used for the same purpose, and 
under similar conditions. 

Seconal, or sodium  propyl-methyl-carbiny) 
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allyl barbiturate, is a rapid and short acting 
drug. The action is largely on the cerebral cor- 
tex and subcortical centers. Depending on the 
dose, seconal is a sedative, hypnotic and anal- 
gesic. It cannot be recovered in the urine, and no 
kidney damage has ever been demonstrated from 
its use even with tremendous doses in animals. 

The claim that this drug is more rapidly 
eliminated than other barbiturates is well borne 
out experimentally. In dogs the time required 
for complete disappearance of hypnotic symp- 
toms after having been given an anesthetic dose 
of various barbiturates is as follows: With 
seconal, 12 hours, with nembutal, 15 hours, with 
sodium amytal, 24 hours, with sodium barbital, 
48 hours, and sodium phenobarbital, 60 hours. 

In a clinical experiment to show the time re- 
quired for the disappearance of hypnotic symp- 
toms in patients receiving a large dose of various 
barbiturates the following results were shown: 
With seconal, 7 hours, with nembutal, 10 hours, 
and with sodium amytal, 14 hours. 

Rapid destruction in the body suggests that 
no accumulation of the drug occurs. It is prob- 
ably destroyed in the liver and then eliminated, 
because it has been demonstrated that people 
with liver damage have a prolonged effect from 
the drug. 

I have used seconal on about 150 women in 
labor, but have records on only 100. The drug 
was given orally to all but one patient. This 
patient was nauseated, and the drug was given 
rectally. The average dose was 6.4 grains and 
was given in combination with 1/150 grains of 
scopolamine hypodermically. The largest dose 
was 101% grains and the smallest was 44% grains. 
The average age of the patients was 25.8 years. 
There were 70 primiparas and 30 nulliparas. 

The effect of the drug on the blood pressure, 
pulse and respiration was noted in each case, 
and was found to be negligible. In no case was 
there any marked change. In a few instances in 
which patients were stimulated by labor the 
pulse and respiration dropped to within normal 
limits after the drug had taken effect. No stim- 
ulants were required to elevate the blood pressure 
before or after labor. 

The average estimated amount of bleeding was 
177 e.c. There was only one case in which the 
bleeding was excessive enough to require more 
than ordinary massage of the uterus or the 
routine dose of ergotrate. This patient required 
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a manual removal of the placenta and packing 
of the uterus. This figure, I believe, is not over 
normal, and is below most figures given as a 
normal blood loss. Of course, estimated blood 
loss is extremely inaccurate, but the series shows 
no increase in estimated loss of blood over pa- 
tients not getting seconal in the same institu- 
tion. 

The patients were all interviewed a day or 
two after delivery in order to get their subjec- 
tive reactions to seconal. Their answers are re- 


corded in the following table: 


Clear memory 4 


Vague memory 33 
No memory 63 
Easy or moderately easy labor 94 
Hard or moderately hard labor 6 


This would give a successful analgesic effect in 
about 95 per cent of the patients. 
The reaction on the baby is, of course, one of 


the most important things to be considered in 
the evaluation of any drug used during labor, 


The following tables reveal what my records on 
the babies show: 


Color: Formula alone 4 
Bue 1 Mucus; 
Pallid 3 Increased 5 
Normal 96 Decreased 4 
Medication used: Average 91 
Coramene alone 1 Resuscitation : 
Adrenalin and coramine 2 Simple skin stimulation 15 
Type of feeding: CO, and O, 4 
All breast 65 Tracheal catheter 2 


Breast and formula 27 

Our observation covers only the ten days 
which the mother spent in the hospital, but I do 
not believe the drug would have any effect on 
nursing later. 

The average weight of the babies when they 
left the hospital was two ounces less than their 
birth weights, 

Three infants in this series died. The first 
was a baby with a spina bifida and hydrocepha- 
lus, who lived 17 days. The next baby was a 
second twin. ‘The labor was four hours and 45 
minutes. The first twin was perfectly normal 
and was delivered without difficulty, but the 
second twin, delivered by breech extraction, 
died: Autopsy showed a tentorial tear and sub- 
dural hemorrhage. The last case was that of a 
primipara who had a 17 hour labor, and a very 
precipitate second stage of ten minutes, with a 
spontaneous birth: She had received a total of 
"14 grains of seconal and 1/150 grains of scop- 
olamine, but had very little effect from the drug. 


Her blood pressure was 132/100 on admission 
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and she had slight edema. The baby had mucus 
and meconium in the trachea, but responded 
fairly well to stimulatioin after the air passages 
were cleared. However, it died seven hours later 
rather suddenly. Autopsy showed edema and 
hyperemia of the brain. 

In summarizing the type of delivery in this 
series I find there were 40 spontaneous births, 
one breech extraction on a second twin and 59 
low forceps operations, five of which were com- 
bined with manual rotation, and one of which 
was a face presentation. Many of the low forceps 


operations were done on clinic cases and were 


done for teaching purposes. The figures for the 
hospital as a whole for 1939, show 37.5 per cent 


spontaneous births and 62.5 per cent operative. 
The operative incidence in a similar series with 
nembutal was 69 per cent. Of course, the inci- 
dence of low forceps is increased in any series 
using barbiturates due to the patient’s inability 
to cooperate at the time of birth. However, the 
mortality and morbidity are not increased, and 
in fact are slightly lower where so-called prophy- 
lactic forceps are used under proper conditions. 
Furthermore, the use of high or mid forceps 
and more formidable operations is reduced when 
proper analgesia is used. 


here were eight cases of febrile maternal 


morbidity, using the American College of Sur- 


geons standard. None of these were serious, the 
longest duration of fever being three days, and 
in no case was the hospital stay lengthened. The 
cause of the morbidity was; 


Upper respiratory infection 2 cases 
Simple mastitis 2 cases 
No cause found (2 to 4 morbid readings) 4 cases 


However, there were 33 cases that were cathe- 
terized during the puerperium. This is about 
the same percentage as was reported using nem- 
butal in the same hospital. In many cases it was 
done for only one or two days, but it is a definite 
drawback to the use of the drug. 

There was no maternal mortality. There were 
six patients with a mild degree of toxemia, and 
one moderately severe. Barbiturates are not 
recommended for use in toxie patients, as there 
may be some harmful effect on a liver which may 
he damaged. Also some patients become very 
restless when given barbiturates, although I have 
observed very little of this with seconal. 

I have not been able to keep reliable records 


of the time when my patients were awake after 
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labor, but the nurses on the obstetrical floor have 
commented on the rapidity of awakening and the 
fact that the patients had much less “hang-over” 
than with other drugs used. It does not reduce 
uterine contractions and does shorten labor. It 
does not cause an increase in the amount of 


bleeding. 


The search for the relief of pain during labor 
is not new. Descriptions and drawings left by 
the Early Egyptians indicated they had tried 
unsuccessfully to relief the pain of child-birth. 
It is less than a century since Sir James Simpson 
tried chloroform for this purpose. Numerous 


drugs, the names of which are familiar to you 
all, have been tried, and as yet none have proved 
to be ideal. However, the use of analgesia dur- 
ing labor is sound. It shortens labor, thereby 
lessening the incidence of obstetric shock, and 
sparing the primiparous patient hours of irritat- 
ing, if not agonizing, pain. I believe that seconal 
is a valuable addition in the right direction and 
is worthy of further trial. 


SUMMARY: 
1, Seconal is a prompt acting analgesic, and is 
rapidly eliminated. 
2. This has been demonstrated experimentally 
as well as clinically. 
3. The results of the use of seconal as an ob- 


stetrical analgesic in 100 patients has been 


analyzed. 
4. The effect on the mother and baby has been 


studied and found to compare favorably 
with other drugs used for this purpose. 

. The use of obstetrical analgesia is sound 
and seconal is a worthy addition to the 


drugs used for this purpose. 


636 Church St. 


Dr. Edward L. Cornell, Chicago: In regard to the 


cr 


use of scopolamine in connection with analgesia, we 
found that as soon as we stopped using the tablets, 


which tend to disintegrate rapidly, and started using 
the ampules, the delirium ceased about 90 per cent. 


Scopolamine in tablet form should be discarded en- 
tirely. The ampoules of scopolamine should not be 


kept too long either. 


I think we have to consider this question of anal- 
gesia very seriously, because the public is beginning 
to demand that we do something to relieve their 
pain, and they are very much in favor of the doctor 
who is using analgesia. It is important that you 
learn one method and stick to it. It does not make 
much difference whether you use the method of 
scopolamine with seconal, or nembutal, but you must 


learn one method and stick to it. If you give your 
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dose of barbiturate too late, you get asphyxiation of 
the baby. If you are going to standardize the time 
of administration by having the cervix dilated so 
much and try to live by rule rather than common 
sense in the use of analgesia, you will always be in 
trouble. I think it behooves us to endeavor to find 
a method which will prove satisfactory and stick to it. 
* oe OR 

Dr. William G. Cummings, Evanston: As far as 
delirium and restlessness are concerned, I do not re- 
call any instances where it was severe. Also, as far 
as using the ampules of of scopolamine instead of the 
tablets, I have noticed some difference in favor of the 
ampules. As to the time of giving the drug, I think 
it can be given rather early and TI do not think you 
have to wait for dilatation at all, 1 think it can be 
given as soon as the patients are having pain with any 
degree of regularity at all. 





EFFECT OF VARIOUS FACTORS ON 
BLOOD LOSS IN LABOR UNDER 
SODIUM ALURATE ANALGESTA* 
Morcan J. O?ConNELL, M. D., F. A. C. S. 
Attending Obstetrician, Mercy Hospital; 


Obstetrician-in-Chief, Misericordia and Lewis Memorial 


Maternity Hospitals 
CHICAGO 
Astonishingly large amounts of blood may be 
lost during normal labor without apparent de- 
leterious effect upon either the mother or the 
child. Although there are wide individual va- 


riations, the average loss may be said to he 
less than 500 cc., with 600 cc. as the upper 


limit. A blood loss in occasional cases as high 
as 1500 cc, has been noted with no apparent 
lasting ill-effects. Such losses of blood, if en- 
countered in other than obstetrical practice, 
would cause considerable alarm, yet are not 
looked upon with great concern when occurring 
during labor. 

Except for negligible amounts of blood due 
to cervical bleeding during dilatation, blood is 
lost during normal labor because of the separa- 
tion and extrusion of the placenta. The two 
mechanisms of placental separation are well 
known. In the Schultze mechanism, separation 
begins retroplacentally at the central portion 
of the placenta and continues until the hematoma 
formed behind the maternal surface forces out 
the placenta with its fetal surface presenting. 
There is practically no escape of blood until 


the placenta has been extruded from the vagina. 





From the Lewis Memorial Maternity Hospital, Chicago, 
Illinois. 


*Sodium Alurate, brand of sodium allylisopropy] barbiturate 
manufactured by Hoffmann-La Roche, Inc. 
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The Dunean mechanism, on the other hand, is 
characterized by a continuous flow of blood 
throughout the third stage of labor. By this 
mechanism, the placenta is detached first at its 
margins and is extruded in the form of a rough 
cylinder with the maternal surface presenting. 
The present series of cases, 178 in number, 
was studied with regard to the effect of various 
factors, to be named below, on the blood loss 
during labor. The amount of blood lost was 
not estimated but accurately measured in each 
case. Sodium alurate* was employed in all cases 
to induce analgesia and amnesia during labor. 
All patients received an initial dose of 7 grains, 
2 capsules, during the first stage; the initial 
(lose was followed, in some cases, by one, two, 
or more capsules according to necessity. 
General Finding: The blood loss varied from 
5 ce, to 1340 cc, One hundred and thirty-eight 
patients had a blood loss of less than 400 cc.; 
these patients constituted 77.9% of the series. 
(Table I.) The blood loss volume agrees closely 
with the finding that the largest percentage of 
obstetrical patients lose less than 400 cc. of 
blood. The average loss of the entire group 
(177 Patients) was 279 cec., well within the 
figures for the average blood loss in labor. 


Amnesia, Analgesia, and Excitation: The ef- 
fect upon blood loss of analgesia, amnesia, or 
excitation, whichever followed the use of sodium 
alurate in this series, was considered. (Tables 
2 and 3). The presence or absence of excita- 
tion (Table 3) had little effect on the average 
blood loss, and the same might be said for the 
presence or absence of analgesia and/or amnesia. 
(Table 2). Since excitation is usually present 
in a certain percentage of labors conducted 
under some form of sedative-hypnotic anal- 
gesia, the low incidence of excitation following 
sodium alurate in this series deserves mention. 
Only 29 women of the entire group manifested 
this symptom. And of these but 1 or 2 were 
markedly excited, the remainder being but mild- 
ly so. A low incidence of excitation requires 
less explanation to the husband and family, 
permits less tiring of the patient, and favors 
a more quiet, equable labor in every way. 

In this series, the group reporting neither 
analgesia and/or amnesia (Table 2) did not 
give this impression by their conduct during 
labor. This fact merits a word of explanation. 
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In labors under analgesia, of whatever type, this 
discrepancy between clinical observation and sub- 
jective estimation of analgesia and/or amnesis 
is frequently encountered. In many instances 
the patient will be seen, during labor, to be 
resting quietly between pains, sometimes sleep- 
ing, and apparently only partially aware of 
what is occurring. Yet, when labor is over, the 
same patient will declare that every pain was 
remembered and that she was conscious of 
evervthing that transpired. On the other hand, 
it often happens that the patient who complains 
most bitterly will, on subsequent questioning, 
remember nothing whatever of her labor. The 
usual evaluation of the efficacy of any analgesic 
agent is hased upon the subjective estimation, 
but it would seem that such evaluation is not 
entirely accurate. 

Number of Pregnancies: A small but definite 
difference was apparent between the average 
blood loss of primiparous and multiparous wom- 
en (Table 4). The difference, 55 cc., is not 
easily explained, although the longer average 
duration of primiparous labors may have a fa- 
tiguing effect on the uterine musculature with 
consequent delay in contraction. 

Mechanism of Placental Separation: There 
was a marked disparity between the blood loss 
encountered in the two mechanisms of placental 
separation (Table 5), but the great difference 
between the number of Schultze and Duncan 
extrusions does not permit any conclusion to 
be drawn. Generally speaking, the Schultze 
extrusion is accompanied by less hemorrhage 
than is the Duncan extrusion. 

Fetal Distress: The factor of fetal distress 
in this series was investigated in its relationship 
to maternal blood loss (Table 6). There was 
a difference of 42 cc. between the average blood 
loss of the group and the average blood loss in 
those women whose babies required resuscita- 
tion. Both volumes of blood loss, however, were 
well within the average normal limits, so no 
importance can be attached to this finding. 
There was a low incidence of fetal difficulty in 
this series, and no fetal mortality, all responding 
to stimuiation. 

Sadium Alurate Dosage: The administration 
of 7 and 10.5 grains of sodium alurate had 
little effect on the average blood loss. The four 
cases receiving 14 grains of sodium alurate had 
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an average blood loss of 670 cc. This group 


included the patient whose individual blood loss 
was the highest of the entire series, 1340 cc., 
which elevated the average loss, since the other 
three lost only 480 ec., 730 ec., and 130 ce., 
respectively, Accordingly, it is felt that the dos- 
age of sodium alurate did not influence the vol- 
wne of blood loss. 

From observation of this series, the average 
length of labor was considerably less than the 
reported average length of labor in cases in which 
analgesia and/or amnesia is not attempted. 


CONCLUSIONS 

1. The blood loss in 178 consecutive labors un- 
der sodium alurate analgesia and/or amnesia 
was studied. 

2. The following were evaluated: blood loss 
within arbitrary figures (Table 1) ; blood loss 
in relation to analgesia and amnesia (Table 
2) ; blood loss in relation to excitation (Table 
3); blood loss in relation to number of preg- 
nancies (Table 4); blood loss in relation to 
mechanism of placental separation (Table 5) ; 
blood loss in relation to fetal distress (Table 
6); and blood loss in relation to sodium 
alurate dosage (Table 7). 

3. The presence or absence of analgesia, amnesia, 
or excitation had no effect on the average 
blood loss, which remained well within normal 
limits. 

4. A difference of 55 cc. was noted between the 
blood loss of primiparous and multiparous 
women, but the average blood loss of each 
group remained within normal limits. 

5. The blood loss of women whose babies re- 
quired resuscitation was 42 ec. higher than 
that of the women whose babies did not re- 
quire resuscitation, but the loss was within 
normal limits. 

6. The dosage of sodium alurate did not in- 
fluence the blood loss. 

%. Sodium alurate had no effect on fetal mor- 
tality, and definitely shortened labor. 

8. 57.5% of patients were subjectively helped 
by sodium alurate administration, 42.1% re- 
ported no help, although clinical evidence in 
some cases was at variance with the subjective 
statements. 

9. Excitation was marked in only 1% of cases, 
moderate in 6%, slight in 9%, and absent in 
84%. 
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TABLE 1. 
Blood Loss in ce. Number of Patients Percentage of Total 
Q- 199 43 
200- 399 63 35.6 
400- 599 19 10.7 
600+ 799 10 5.7 
800- 999 5 2.8 
1000-1199 4 2.3 
1200-1399 1 6 
177 100.0 
TABLE 2. 
Number Percentage Analgesia 
of of and/or Average Average Dose 
Patients Patients Amnesia Blood Loss Sodium Alurate 
75 42.1 none 259 cc 8.02 grains 
68 38.2 partial 317 cc. 8.59 grains 
34 19.1 good 250 cc. 8.3 grains 
177 99.4 
NOTE: One patient vomited medication immediately 
after administration, 
FABLE 3. 
Number Average 
Excitation of Patients Percentage Blood Loss 
Present 29 16 270 cc. 
Absent 148 84 281 cc. 
177 100.0 
TABLE 4. 
Average 
Number Percentage Blood Loss 
Primipara 133 76.8 299 cc. 
Multipara 40 23. 244 ce. 
173 99.8% Difference 55 cc. 


NOTE: In four cases the number of previous pregnancies 
was not noted. 


TABLE 5. 
Number Average 
of Patients Percentage Blood Loss 
Schultze 174 98 294 cc. 
Duncan 3 2 450 cc. 
177 100 
TABLE 6. 
Number Average 
of cases Percentage Blood Loss 
Fetal Distress 29 16.3 $21 ce: 
TABLE 7. 
Amount Number of Average 
of Na Alurate Patients Percentage Blood Loss 
7 grains 116 65.5 260 ce. 
10.5 grains 57 32.2 293 cc. 
14 grains 4 2.3 670 ce. 
177 100.0 





THE PREVENTION OF CONTACT 
INFECTIONS IN CHILDREN 
Norman T. WeEtForp, M. D. 

LA GRANGE, ILLINOIS 


Children not infrequently become infected 
with tuberculosis, syphilis, gonorrhea, typhoid 
fever and other diseases as a result of intimate 
association with infected adults. In the home 
the contact may be a domestic, a nursemaid, 
a parent, a grandparent or other relative. Jn 





Read before Section on Public Health & Hygiene of IIli- 
nois State Medical Society, May 22, 1940, Peoria. 
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the schools it has been shown that in an ex- 
amination of 6,000 teachers and school atten- 
dants, over 2% were found to have tuberculosis 
in the contagious stage. This means that there 
are more than 16,000 tuberculous adults in the 
primary and secondary schools of this country.’ 

In Illinois it has been estimated that between 
25 and 30 per cent of children of all ages have 
been infected with tuberculosis as shown by the 
tuberculin test. Myers? has demonstrated that 
the primary infection has a double liability in 
children. It first creates a tuberculin allergy 
and then for years after harbors a_ potential 
source of living organisms which may at any 
time become liberated to set up a focus of re- 
infection tuberculosis. ‘The possibility of chil- 
dren developing the reinfective destructive type 
of the disease after adolescence is nine times 
greater amongst those children who are positive 
reactors than those who react negatively to the 
tuberculin test. The prognosis, therefore, of 
children who have been infected with tubercu- 
losis is not good after they reach the age of 
adolescence. Since no form of vaccination, in- 
cluding B.C.G. has been found efficacious in 
immunizing against tuberculosis, the only logi- 
cal procedure would seem to be the prevention 
of the first infection type of the disease among 
children. he task for physicians is to find 
all who have the disease in the pre-symptom 
stage and who may later be spreaders of the 
disease. 

In 1935 Lindberg® reported the results of a 
tuberculosis survey in Mason County, Illinois. 
He found that among 705 school teachers ex- 
amined by x-ray, 315 were infected and nine 
were actively tuberculous. He concluded as 
follows: “While the school teacher has not 
more tuberculosis than the average adult, next 
lo the family she provides the greatest oppor- 
tunity for close prolonged contact with the 
child. To require the teacher to provide a health 
certificate, including chest films, would serve to 
remove this reservoir of infection.” 

Minneapolis‘ was among the first cities to 
make a thorough tuberculosis survey of its 
teachers. In the examination of 3,600 teachers 
and employees 68 showed x-ray evidence of dis- 
ease necessitating observation, and six were found 
to have tubercle bacilli in the sputum. In re- 
porting this survey the authors concluded that 
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ail teachers should voluntarily submit to ex- 
amination by physicians of their own choice. 

Dietrich’ reported in 1930 three families in 
which four children developed tuberculosis, two 
of whom died. The sources of contact in each 
of these four cases were tuberculous nursemaids. 
Dietrich found that there were laws in onlv 
five states requiring teachers to be free from 
tuberculosis. ‘There were no laws at that time 
in any respect in regard to the health of nurse- 
maids or governesses. 

McFnery’, in a paper before the roentgenologi- 
cal section of this society, reported five cases of 
pulmonarv tuberculosis in children as a result 
of exposure to domestics and other adults in 
the home. He emphasized the importance of 
x-ray examination of the chest of all adults 
coming in contact with children, and enlisted 
the cooperation of roentgenologists in the pro- 
gram for the prevention of contact infections. 

A professor of Pediatrics residing in the 
east had three children infected with tubercu- 
losis, one of whom died. Subsequent investiga- 
tion revealed the fact that there had been three 
domestics in his home infected with tuberculosis. 


It is unnecessary to quote further from the 
many reports in the literature in which primary 
tuberculosis has been acquired from an adult 
member of the household. Every physician who 
takes care of children has encountered such in- 
stances in his practice. During the past year 
I have observed six children in private practice 
with positive tuberculin tests, all of which re- 
sulted from exposure to parents with tubercle 
bacilli in the sputum. One cannot overlook 
the fact that parents, due to their close associa- 
tion with their children, are even greater poten- 
tial sources of infection than nursemaids or 
domestics. It seems only reasonable, therefore, 
that parents should first give proof that they 
are free from transmissible infections before 
requesting the same of their servants. Such an 
example set by the employer will render it 
easier to convince the employee of the value of 
periodic examinations. 

While syphilis and gonorrhea are encountered 
less frequently than tuberculosis, nevertheless, 
they should always be looked for as a possible 
source of contact infection. Smith’ collected 
125 cases of syphilis in children all acquired 
from adults, most of whom were servants. 
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Kruglick® described a case of syphilis in a child 
acquired from kissing a domestic with a primary 
lesion of the lip. 

Typhoid fever is still to be reckoned with as 
an important contact infection despite the fact 
that the name Typhoid Mary has passed down 
into history. From San Francisco came a re- 
port® in January 1940, of four domestics revealed 
to be typhoid carriers, and in each instance the 
carrier was identified after the development of 
typhoid fever in the family. The recent epi- 
demic of typhoid fever in Illinois emphasizes 
further the importance of this disease as a 
contact infection. 

The list of diseases commonly transmitted to 
children would be incomplete did it not include 
infections involving the upper respiratory tract. 
Chronic infections of the para-nasal sinuses in 
adults mav be the source of recurrent respiratory 
infections in children. Similarly, chronic ton- 
silar and throat infections in a domestic or 
nursemaid may present a potential hazard to 
the children with whom she comes in contact. 

Public Health and other Medical groups have 
been educating people for many years regarding 
methods of preventing disease in children. It 
is only recently, however, that any extensive 
program has been attempted to combat the men- 
ace of contact infections in the home and school. 
A brief review of what has been accomplished 
is of interest. 

As early as 1922, C. Hendee Smith’, through 
the New York Medical Society, emphasized the 
need of periodic health examinations of domestics 
in order to prevent tuberculosis in children. 
The program in New York failed, however, on 
account of prejudices on the part of workers 
and lack of understanding on the part of parents. 


About two years ago Dr. Fairfax Hall, chair- 
man of the Committee on Contact Infections 
of the American Academy of Pediatrics, started 
a campaign for “Healthy Workers in the Home,” 
and outlined desirable methods of obtaining 
health examinations of domestic employees.” 
This was the beginning of a movement which 
has gained rapid momentum and promises to go 
far in the prevention of contact infections in 
children. It is a program which should be fa- 
miliar to every physician who is interested in 
preventive medicine. 

In Hall’s own community of New Rochelle, 
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New York, early attempts had been made by 
certain lay organizations to pass an ordinance 
demanding the routine medical examination of 
all domestics. After a great deal of controversy, 
those in favor of compulsory examination were 
badly defeated. Such an outcome might weli 
be anticipated of any health program in which 
force and compulsory methods were used. More 
recently in New Rochelle and Westchester Coun- 
ty a campaign based on sound educational meth- 
ods in place of compulsory legislation has been 
waged most successfully. 

In Englewood, New Jersey an attempt to 
force compulsory examination of domestics failed 
for the same reason. The workers resented it. 
The ordinance was ineffective and was soon 
rescinded. 

Periodic health examinations of domestic serv- 
ants has been carried out successfully in Knox- 
ville, Tennessee, without legislation. The health 
authorities of that city have had the close co- 
operation of the employment agencies in carry- 
ing out their program. In Knoxville during 
1938, 571 persons with syphilis, 16 with active 
tuberculosis, and five typhoid carriers were re- 
vealed as a result of the examination of do- 
mestics. 

The New York State Department of Health 
and the United States Public Health Service 
have declared themselves opposed to compul- 
sory examination of domestics. Dr. Thomas 
Parran, Surgeon General of the United States 
Public Health Service, expressed the opinion 
that examination of employees in homes where 
there are children should be on a voluntary basis 
preceded by a campaign of education.” 


It has heen pointed out by Hall?? that infec- 
tions in children resulting from contact with 
tuberculous nursemaids or other domestic help- 
ers will become less frequent when parents are 
convinced of the necessity of employing only 
healthy servants and will demand proof of their 
servants’ health. 

During the past year an educational program 
for the prevention of contact infections was in- 
augurated in La Grange, Illinois, under the 
auspices of the Chicago Pediatric Society. The 
assistance and cooperation of the health officer, 
local physicians, and the community nurse were 
enlisted in the program. Eight newspaper ar- 
ticles and editorials appeared periodically deal- 
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ing with all phases of the subject. The im- 
portance of health examinations of domestics 
and teachers was emphasized in repeated talks 
hefore various organizations, including P.T.A., 
Women’s Clubs, Mothers’ Clubs, Community 
Nurse and Service Association, and Kiwanis 
Club. The Chicago Tuberculosis Institute lent 
valuable aid in the La Grange campaign by 
means of its educational sound film which clear- 
ly demonstrated the way in which tuberculosis 
is spread. Fresh tuberculin material for the 
Mantoux test was also supplied to physicians 
by the Tuberculosis Institute. 

The La Grange doctors have cooperated in 
the matter of fees for medical examination of 
domestics. A fiat rate of $4.00 includes a com- 
plete physical examination, Wassermann test, 
Mantoux test, vaginal smear, and any other lab- 
oratory examination which seems indicated. An 
x-ray film of the chest is taken only on those 
persons who show a positive tuberculin reaction. 
A nearby hospital and those physicians having 
x-ray equipment agreed on a $3.00 fee for the 
chest film. It was recommended that the servants, 
if employed, should pay the cost of the medical 
examination and that the employer compensate 
by paying $1.00 per month extra salary. Some 
employers, however, have preferred to pay the 
entire cost at the time of examination. An im- 
portant outcome of the campaign has been to 
bring to the attention of the La Grange Health 
Authorities the need for a Venereal Disease 
Clinic. Such a clinic is now being organized. 
Due to the scarcity of domestic help, some em- 
ployers have been reluctant in demanding a 
medical examination of a prospective servant 
for fear of losing her to a less exacting employer. 
Eventually it is hoped’ that this difficulty will 
be solved when the employee learns that it is 
to her advantage not only from an economic 
but also from a health standpoint to have 
periodic examinations. 

From the results thus far obtained in this 
educational campaign, there can be no question 
that such a program can accomplish a great 
deal in preventing unnecessary illness and in 
lowering the fatality rate from contact infections 
in children. 

The success of such a health program is de- 
pendent on several factors. It must be spon- 
sored by physicians who are vitally interested in 
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the prevention of infections in children. County 
Medical Societies can do a great deal to stimu- 
late interest among its members. A special com- 
mittee appointed by the local medical society 
should direct publicity, such as the distribution 
of pamphlets and the writing of articles and 
letters for publication in newspapers, magazines, 
and club journals. Educational talks before 
Women’s Clubs, Mothers’ Clubs, Parent-Teacher 
Associations, Men’s Service Clubs and other lay 
groups are of great value. It has been sug- 
gested that mass meetings for the free discus- 
sion of the problem among domestic workers 
be organized. In some communities employment 
agencies have cooperated with the committee 
on contact infections by urging nursemaids and 
house workers to hold health cards, and request- 
ing employers to require a health reference as 
they do a character reference. 

It is important that the physicians cooperate 
thoroughly by making the examinations of high 
standard. In some instances, it has been found 
advisable for the local medical society to give 
detailed instructions to the doctors regarding 
methods of carrying out the necessary examina- 
tions and tests. Lastly, the examination should 
be done by the employee’s own physician at a 
low semi-private fee in keeping with the income 
of the worker. 

The American Academy of Pediatrics, through 
its Committee on Contact Infections, has spon- 
sored this campaign. The National Tuberculo- 
sis Association and other national and state 
health organizations are cooperating to this same 
end. The success of the program, however, de- 
pends a great deal on how well we as practi- 
tioners of medicine are able to educate the com- 
munities in which we live to the need for periodic 
health examinations of teachers, domestics, and 
all adults who come in contact with children. 


CONCLUSIONS 

1. Children acquire tuberculosis and other dis- 
eases from intimate association with infected 
adults in the home and in school. 

2. All teachers and school employees should 
show proof that they are free from contact 
infections. 

3. Parents should be educated to employ only 
Health Certified Domestics and Nurse Maids. 


4. Cooperation with the program of the Amer- 


ican Academy of Pediatrics for “Healthy 
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Workers in the Home and School’ will result 
in fewer contact infections in children. 
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DISCUSSION 


Dr. Eugene T. McEnery, Chicago: Dr. Welford 
has brought before us pertinent facts, which should 
make us feel that we can do a great deal in the 
education of the public to the situation of contact 
infection. I feel that one point should be stressed 
and that is, that this should be a voluntary one and 
compulsion should be held in check. Later as the 
public and the servant have been educated to this 
procedure of health examination certain legislation 
can be enacted but for the present compulsion should 
not be used. 

We should not make the servant feel that we are 
placing a stigma on them as a class of workers but 
we should try and have the parents set a good example 
by having similar examinations. 

The success of this health measure depends in a 
great measure on the help received from the family 
physician. He is the person to bring this message into 
the home. His advice and guidance will be sought 
in this matter and he should be a willing supporter. 

A willingness on the part of the physician, parents 
and servant to cooperate can do much to activate this 
health problem and the most permanent results can be 
obtained not in a spirit of compulsion but in a vol- 
untary reaction, which can only be brought about 
by proper education. 

Dr. Arlington Ailes, La Salle: I agree with this 
tuberculosis examination but is it not the tendency 
in some of the larger cities like New York and 
other cities to soft-pedal examinations of food han- 
dlers because of the tendency to bring into these 
industries the wrong class of people. If young girls, 
for instance, have to submit to vaginal examination, 
etc., certain kinds will be willing but the better class 
of people will tend to seek other kinds of employ- 
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ment outside of the food industry, etc. 

Mr. B. K. Richardson, Springfield: I just want to 
say I was delighted to hear the emphasis Dr. Welford 
put on education and particularly as opposed to com- 
pulsory laws. We have introduced in the legislature 
right along these proposed compulsory laws. It 
seems to me that our whole experience in public 
health has taught that we can accomplish just about 
all without compulsion that we can with compulsory 
laws. Take diphtheria for example, or what we have 
done in tuberculosis. Take our small pox situation in 
Illinois, in communities like Chicago and Evanston 
and other places where they have good health de- 
partments. They do not have any trouble with small- 
pox yet they are under the same laws as the others. 
I enjoyed that very much; I am glad to hear it in a 
paper coming from Dr. Welford. 

The other thing that strikes me as being especially 
noteworthy is the implication of Dr. Welford’s paper. 
He gave us a little idea of what they are doing out 
in La Grange. That is a local piece of work, initiated 
locally, they are interested in it locally. I think that 
point cannot be too greatly emphasized. The weakest 
link in our whole Illinois public health machinery 
now is in local health administration. We will never 
get very far with general education alone in any of 
this work except by localizing activity on the basis 
of local interest. 

Dr. Tucker spoke as the health officer of a com- 
munity where there is a fine public health department 
and he gets those things done. He gets them done 
educationally, and I think he put his finger right on 
the spot when he emphasized the importance of edu- 
cating householders in hiring healthy domestic serv- 
ants. 

But the two things I did wish to emphasize espec- 
ially were the mutual importance of education and 
local organized public health effort. It is education 
that does the trick and you cannot do it by compulsion 
without education anyway; but you can do it by edu- 
cation without compulsion. The other thing is the 
desperate need we have in Illinois for better local 
health machinery. 

Dr. Walter C. Earle, Champaign: This question 
comes up in connection with restaurant workers and 
dairy workers, and I was just wondering whether we 
should not be a little bit more specific about what we 
mean by a health certificate. The average practitioner 
I find, at least in the community in which I work, 
considers a health examination a rather cursory 
examination of the external features of the individual, 
probably listening to the heart, percussing a little bit, 
maybe a more or less thorough examination of the 
chest by physical means and the stethoscope, maybe 
drawing blood for a Wassermann or Kahn and, if 
requested, making a vaginal smear for gonorrhea. 
What is that examination worth? As far as I am 
personally concerned, I think the average examination 
is not worth the time that is given to it. Take 
tuberculosis, for instance. It is well known that even 
experts in tuberculosis, men constantly in that work, 
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in going over the chest with a stethoscope or by 
means of percussion will now and then and quite 
often miss an obvious case of infectious tuberculosis. 
In other words, if you are after tuberculosis, don’t 
we mean the tuberculin test and the x-ray? Isn’t 
that the way we can eliminate tuberculosis? Then we 
come to the question of syphilis. If we applied that 
to the colored help and will not accept any with a 
positive Kahn, one-fourth of the domestic help in 
my town might be out of work. Don’t we mean 
that we should qualify that? Individuals with a 
positive Kahn and able to work should be kept at 
work, and under treatment. Just because they happen 
to have a positive Kahn does not mean they are 
infectious, certainly in the ordinary contacts of life. 
As to gonorrhea, I think, if one listens in to dis- 
cussions by the so-called experts, we might just as 
well forget about it because there is no practical 
way that I have heard of by which we can diagnose 
gonorrhea in a large percentage of chronic cases. 

In other words, it seems to me, when we are talk- 
ing about a health certificate, we should analyze 
specifically what diseases we are trying to prevent, 
what disease we are trying to keep that individual 
from having, and we should use the specified modern 
methods which can recognize and eliminate those 
diseases, rather than a general discussion of a health 
certificate. 

Dr. Winston Tucker, Evanston: This is a subject 
in which I am very much interested. I am sure the 
essayist intends that screening of domestic servants for 
tuberculosis should include a tuberculin skin test and 
an x-ray of the lungs. Reliable diagnosis of tubercu- 
losis in the early stages requires use of the x-ray. 
In a nearby suburb during the past year, a nine 
month old child died of tuberculosis which had been 
contracted from the maid in the home. Apparently 
the parents had never given any thought to the gen- 
eral health of the servant they employed. It is my 
conviction that public health administrators and physi- 
cians have the responsibility of developing programs 
which will uncover tuberculosis in domestic servants, 
thereby protecting both the employer and employee. 

Discovery of venereal disease in domestic servants 
is also an important problem. In the suburban com- 
munities north of Chicago, the domestic servants are 
negroes for the most part. Although venereal disease 
is about three times as prevelant in the negro as 
in the white, the lay public is inclined to think that 
the negro servant is the only one who presents a 
health hazard in this regard. The prospective em- 
ployer should be assured that every domestic servant, 
white or colored, male or female, is free from com- 
municable disease of any sort. The danger of trans- 
mission of a communicable disease to a member of 
the household does not exist in occasional contact, 
but in frequent contact over periods of weeks and 
months, particularly with small children. We know 
that venereal disease is not transmitted in the process 
of handling food, but both syphilis and gonorrhea can 
be transmitted to small children by means other than 
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sexual contact. 

Some persons interested in the problem of medical 
examination of domestic servants and food handlers 
feel that compulsory legislation is the only solution 
to the problem. In my experience, better cooperation 
can be obtained through health education, both of the 
employer and employee. The employer should be 
informed of the danger of communicable disease in 
domestic servants, and the employee should be taught 
the value of regular medical examinations. When- 
ever I address a group of adults such as a men’s 
luncheon club, a woman’s club or a parent teacher 
organization, I always urge them to have their 
servants examined by a physician. As a result, in- 
creasing numbers of domestic servants are being re- 
ferred to private physicians and the City venereal 
disease and tuberculosis clinics by their employers. 
Examinations in the venereal disease clinic are con- 
ducted without cost to the patient. In the tuberculosis 
clinic, it is necessary that someone meet the cost of 
the x-ray of the lungs; this may be done by either 
the employer or employee. Domestic servants are now 
learning that it is easier to get a position if they can 
present a clean bill of health, and employers are be- 
ginning to ask for such persons from the employment 
agencies. 

We do not issue a formal certificate of examination 
to the domestic servant, because we feel that the 
certificate is frequently abused, and gives a false 
sense of security because of the time factor involved. 
This is a policy which is now being followed by the 
Health Department of New York City. Instead of a 
certificate, the householder is informed by letter or by 
telephone that the servant is in good physical con- 
dition, and this is generally satisfactory. In every 
instance the householder is advised to have the servant 
re-examined one year later, or at any time that signs 
of illness appear. 

Dr. Welford in closing: Dr. Earle has raised sev- 
eral important questions regarding this problem of 
contact infections. We have encountered some of 
these problems in La Grange. Yesterday, a father of 
two children who was about to employ a new house- 
keeper, telephoned to me from a town a few miles 
away. He said, “Before I employ this woman in my 
home, I would like to find out where I can send her 
for a medical examination and what I can expect of 
that examination.” He was given the names of 
several doctors in his community and we called these 
doctors personally to acquaint them with the program 
and the type of eaxmination that has been done in 
La Grange. 

In communities where a health certificate is issued, 
there is a space on the card for entering the results 
of the various laboratory tests as well as for the phys- 
ical examination. Since the program has only been 
in operation for about one year, we have not insisted 
on an x-ray of the chest except in those cases where 
there is a positive Mantoux test. 


Employers of girls having a positive Wasserman 
test have been advised to retain these girls providing 
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they submit to treatment for their syphilis. Because 
of their objection to travelling several miles to a 
venereal disease clinic in Chicago, it was proposed to 
organize such a clinic in La Grange. 

The success of the program in La Grange has been 
greatly aided by our local health officer, Dr. Mc- 
Dougal. 1 feel very strongly that the program for the 
examination of domestics must vary according to the 
individual community. For instance, a program such 
as we have outlined as suitable for La Grange, might 
be entirely unsuitable for a community in which liv- 
ing conditions, wages, and social standards are dif- 
ferent. Each community must work out its own 
program of education according to its individual 
needs. 

In closing, may we call your attention to this educa- 
tional pamphlet entitled, “For the Sake of the Chil- 
dren” which describes briefly the program for the 
prevention of contact infections. These pamphlets 
have been widely distributed in our community 
through the medium of the doctor’s office and lay 
meetings. 

Dr. Arlington Ailes, La Salle: What is the fee for 
such examinations? 

Dr. Welford: Four dollars for a complete examina- 
tion, including all of the tests except the x-ray, and 
three dollars in those cases where an x-ray film is 
made, making seven dollars in all. 





OXYURIASIS AS AN ETIOLOGICAL 
FACTOR OF APPENDICITIS 


J. H. Kapran, M. D. 
ROCKFORD, ILLINOIS 
A recent editorial’ considering the genesis of 
appendicitis stressed the importance of obstruc- 
tion of the lumen of the appendix as an etiolog- 
ical factor. Wangensteen and Dennis? have pre- 
sented experimental data supporting the thesis 
that the vermiform appendix in man, when ob- 
structed, will develop a secretory pressure in the 
majority of instances which will threaten the 
viability of the appendiceal wall. My purpose 
in presenting these cases of oxyuriasis as an etio- 
logical factor of appendicitis is twofold: first, 
to further support the proof of the obstructive 
origin of appendicitis; secondly, because of the 
infrequency of occurrence of this entity. 
CASE HISTORIES 
Case 1. W. H., a white male aged 20, on December 
23, 1939, presented himself complaining of pain in 
the right lower quadrant of his abdomen. He stated 
that he had been in good health until December 22, 
1939, when while at work as a machinist, he began 
to notice diffuse abdominal colicky pains. The patient 
continued to work throughout the remainder of the 
day and upon arriving home noticed that the pain 
had localized to the right lower quadrant. The char- 
acter of the pain at this time was described as a dull 
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aching pain that did not radiate. The patient refused 
to eat his supper because of anorexia and went to 
bed. Upon arising the following morning the patient 
was still aware of the pain in the right lower quadrant 
and then presented himself for examination. No his- 
tory of nausea or vomiting during the present illness 
could be elicited. The past history was essentially 
negative except for the fact that the patient had been 
treated for pin worms ten years ago. The patient’s 
mother and two nieces are now known to have pin 
worms. 

Physical examination revealed a well developed 
20-year old white male who did not appear acutely 
ill, Temperature 98.6; systolic pressure 130 mm. Hg., 
diastolic pressure 64 mm. Hg. The abdomen was 
scaphoid, the liver, kidneys, and spleen were not palp- 
able. No masses were palpated. There was tender- 
ness in the right lower quadrant over McBurney’s 
region. Slight voluntary muscle rigidity was present 
over the area of tenderness. Rovsing and psoas signs 
were negative and normal peristaltic tones were heard. 
The laboratory findings were as follows: R. B. C. 
4,500,000, W. B. C. 10,500; differential count, polymor- 
phonuclear leukocytes 80 per cent., eosinophiles 4 per 
cent., lymphocytes 16 per cent. Urinalysis was negative. 

On December 24, 1939, an appendectomy was per- 
formed and an appendix measuring 8 x 0.7 cm. was 
removed. The gross inspection of the specimen re- 
vealed an edematous peritoneal coat and an occasional 
congested superficial vessel. On section the wall was 
soft and edematous. The lumen was completely oblit- 
erated by numerous pin worms and pasty fecal material. 
No suppuration was apparent. The patient ran an 
uneventful postoperative course. 

Case 2. On January 2, 1940. H. B., aged 24, a 
sister of the patient described in case 1 presented 
herself complaining of pain in the right lower quadrant. 
The pain was colicky in character and radiated to 
the right upper quadrant. She stated that she had 
had repeated attacks of pain in the right lower quadrant 
for the past two months. The pain was usually ac- 
companied by nausea and since December 29, 1939, has 
been persistent. The menstrual history was essen- 
tially normal. 

Physical examination revealed a well developed 
24-year old white female who did not appear acutely 
ill, Temperature 99, systolic pressure 110 mm. Hg., 
diastolic pressure 70 mm. Hg. The abdomen was 
scaphoid, no masses were palpated. The liver, kid- 
neys, and spleen were not palpable. There was definite 
tenderness in the right lower quadrant accompanied 
by voluntary muscle rigidity over the area of tender- 
ness. There was no rebound tenderness and normal 
peristaltic tones were heard. The pelvic examination 
revealed no pathological changes. Laboratory find- 
ings were as follows: R. B. C. 4,800,000; W. B. C. 
6,400; differential count, polymorphonuclear leukocytes 
85 per cent., lymphocytes 11 per cent., eosinophiles 4 
per cent. Urinalysis was negative. Cervical and 
urethral smears were negative for gonococci. Stool 
specimen was free of parasites. A diagnosis of chronic 
recurrent appendicitis was made and on January 3, 
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1940, an appendectomy was performed. The appendix 
measured 8% x 0.8 cm. and was covered by a thickened 
peritoneal coat which did not show evidence of recent 
exudation. On section the wall was considerably 
thin and the lumen was obliterated by numerous pin 
worms. The patient made an uneventful recovery. 
COMMENT 

Collins* in a recent publication discussed the 
etiological factors in acute appendicitis in 3,400 
consecutive cases of proved acute appendicitis. 
Obstructive factors were considered primarily re- 
sponsible for the acute inflammation in 50.8714 
per cent. of his cases. Parasites in the lumen 
of the appendix were responsible for the ob- 
struction in 0.7983 per cent. of his series. In 
neither of the two cases presented above was an 
acute suppurative appendix found. Wangen- 
steen, Buirge, Dennis, and Ritchie* in an in- 
genious study of the etiology of appendicitis 
found that abdominal pain and nausea occasion- 
ally and vomiting less commonly, attended long 
sustained intraluminal pressure in exteriorized 
appendices. Microscopic studies of segments of 
exteriorized vermiform appendices subjected to 
increased intraluminal pressure could not be 
properly evaluated, however, because of serosal 
reaction attending exposure to the atmosphere. 
This report illustrates the effect of obstruction 
by parasites upon the production of acute appen- 
dicitis. 

614 Talcott Building. 

BIBLIOGRAPHY 


1. Editorial, Genesis of Appendicitis, J. A. M. A. 112: 
2,606, 1939, 

2. Wangensteen, O. H., and Dennis, C. D.: Experimental 
Proof of the Obstructive Origin of Appendicitis in Man, Annals 
of Surgery 110: 629-647, 1939. 

3. Collins, D. C.: Etiological Factors in Acute Appen- 
dicitis, Surgery. 5: 267-270, 1939. 

4. Wangensteen, O. H.; Buirge, R. E.; Dennis, C. D., and 
Ritchie, W. P.: Studies in the Etiology of Acute Appendi- 


citis, Annals of Surgery, 106; 910-942, 1937, 





WHEN HEARING AIDS SHOULD 


BE USED 


Austin A. Haynen, M. D.* 
CHICAGO 
Major hearing losses and only these enter 
into the consideration of indications for the 
use of electrical hearing aids, devoid entirely as 


they are of preventive or curative possibiiities. 


The hearing defect may first be recognized by 


parents, physicians, associates or the patient 


himself but of all these the Otologist is best 


eyuipped for the meticulous otologic study such 
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cases require. 

The hearing loss should be enough to handi- 
cap the individual (a) educationally (b) socially 
or (c) economically. It should not, however, 
be of sufficient degree or character as to prevent 
the improvement of hearing by the use of a 
hearing aid. The patient should be willing to 
wear an instrument. In addition to the fore- 
going, certain other factors should be considered. 

The history of the case, a general physical 
and otological examination with repeated bone 
and air conduction audiograms made for each 
ar separately, and the proper use of speech 
intelligibility tests are the important things that 
determine which ear is to be fitted and what 
type and make instrument should be ordered. 

The history should include the patient’s state- 
ment as to the extent and character of his hear- 
ing difficulties, whether or not he hears over 
the telephone and in noisy environment, the 
hereditary aspects of the case, whether or not 
(following H. Marshall Taylor’s investigation) 
quinine was used during gestation or at delivery 
(or for that matter at any time), whether labor 
was prolonged or the use of forceps necessary, 
whether or not there is a history of syphilis, 
diseases of childhood including scarlet fever, 
measles, recurrent head colds and sore throats 
with or without ear involvement — such as 
discharge, abscesses, ete — traumatic injuries 
especially of the head and any severe illnesses, 
A general physical check-up by a competent 
internist is important. Special attention should 
be paid to the taking of blood pressure, particu- 
larly if the patient complains of tinnitus or 
vertigo. ‘The otologic examination, in addition 
to the audiograms mentioned, should include the 
nose, throat, and accessory nasal sinuses, politz- 
erization and catherization of the eustachian 
tubes, with hbouginage if there is an occlusion, 
meticulous inspection of the external ear and 
auditory canal and ear drums (for wax, perfora- 
tions, discharge and deformities) and an x-ray of 
the mastoids when indicated. Audiograms should 
be supplemented by whisper and tuning fork 
tests for the low tones and Galton whistle or 
monochord for the very high. 

While no hard and fast rules can be laid down, 
an average hearing loss of 25 to 40 decibels 
(probably 15 dec. difference depending on the 


audiometer used) will warrant the use of a hear- 
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ing aid. ‘This, of course, depends on the char- 
acter of the loss and the individual needs of 
the patient. For example, a young person with 
a 25 to 40 dec. loss, or maybe even less than that, 
who is dependent on his or her hearing for a 
livelihood would be more apt to seek assistance 
from a hearing aid than a much older person 
with the same loss, or even slightly greater, who 
does not feel the need for such hearing acuity. 
Then, too, if the character of the loss (whether 
it be large or small) introduces distortion, a 
hearing aid may be required for the correction 
of the distortion more than for the amplifica- 
tion of sound. 

The upper and lower limits of hearing loss 
that can be advantageously fitted with the hear- 
ing aid can be determined from an audiogram. 
The variation of calibration of audiometers must 
be taken into consideration in the evaluation 
of the audiogram, however; i.e. an audiometer 
calibrated at zero level for use in a sound proof 
room will show greater loss of hearing than one 
calibrated for use in the average quiet room 
(about 10 to 15 dec. difference in noise level). 
For example, Sonotone would exemplify the 
former and Western Electric and Maico the 
latter. Thus the need for uniformity of noise 
level calibration of these instruments is obvious 
and will soon be established by the Council on 
Physical Therapy of the American Medical As- 
sociation through its Committee of Consultants 
on Audiometers and Hearing Aids, and the 
Hureau of Standards. 

Losses greater than the foregoing, experience 
shows, are frequent among grade repeaters and 
become a serious handicap in high school and 
college. Introversion very often can be traced 
tv an undiscovered and unadmitted hearing de- 
fect. The walls of silence frequently close in 
and completely ostracize with dire social and 
economic results. 

Efforts are heing made by the Council on 
Physical Therapy of the A.M.A. through its 
Committee of Consultants on Audiometers and 
Hearing Aids to standardize audiogram charts 
and weigh the frequencies according to their 
importance; for instance, the frequencies from 
300 to 3,000 cycles — the important speech 
range — are very important and of these 500 
to 2,000 cycles being the most important. 


The question comes up as to bone or air con- 
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duction, tubes or carbon and which ear is to 
be fitted. Again no hard and fast rules can 
be laid down. In general when the bone conduc- 
tion hearing is good and the air conduction 
poor (conductive deafness) a bone conduction 
instrument should be used, and vice versa when 
the bone conduction is poor and the air conduc- 
tion good (perceptive deafness), an air conduc- 
tion instrument should be used. However, when 
the loss is about equal (mixed deafness) — 
determination of which instrument to prescribe 
is always difficult and can only be established 
by the patient himself with the use of speech 
intelligilibity tests using both instruments. Lip 
reading, of course, should be eliminated in such 
tests. 

Tube aids give straight line amplification and 
consequently adapt themselves to regular losses; 
ie, undistorted without any marked valleys of 
hearing loss. Carbon aids more readily fit dis- 
torted losses inasmuch as their amplification 
is of that type. The former have a much wider 
frequency range (up to 6,000 cycles) whereas 
the latter cannot amplify much above 3,000 
cycles. 

In either case the amplification must be con- 
fined to the auditory area. When it encroaches 
on the pain threshold, the instrument becomes 
uncomfortable to wear. It seems to be more 
important to keep within the pain threshold than 
te amplify the valleys of hearing loss, A hear- 
ing aid to give really satisfactory hearing im- 
provement must fit the loss through the speech 
range (300 to 3000 cycles). If it does not, 
intelligibility is difficult. 

Which ear is to be fitted is indicated on the 
audiogram. When an air conduction instrument 
is used, and the loss is equal in each ear, the 
right ear should be fitted to permit conventional 
use of the telephone, except when the patient 
is left handed. When the air conduction loss 
is greater in one ear than the other, generally 
the ear with the greater loss should be fitted 
if a substantial improvement can be obtained 
thereby. ‘This allows the use of the natural 
hearing in the better ear. If this is impossible, 
then the better ear should be fitted. 

When a person has the same overall (both 
bone and air) loss better results can usually be 
obtained by fitting the ear with the least amount 


of bone impairment. When the bone conduction 
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loss is the same in each ear, fitting the ear that 
has the greater overall (bone and air) loss 
usually gives the best results. 

Great care should be exercised in giving ad- 
vice to patients as to what make of instrument 
to purchase. The Council on Physical Therapy 
of the American Medical Association can now 
supply information as to the reliability and 
ethics of the various manufacturers. It is ob- 
viously advantageous to buy a hearing aid from 
a manfacturer that makes both carbons and 
tubes that can be equipped with either bone 
or air conduction. Service is a very important 
item, particularly with tubes. 





DISCUSSION 

Dr. Elmer W. Hagens, Chicago: I have certainly 
enjoyed hearing Dr. Hayden’s timely and interesting 
paper. Most of what I have to say is merely emphasis 
of a number of points he brought out. I think in 
examining patients for hearing and hearing aids, diag- 
nosis is of course most important. I still feel that 
in making a diagnosis of the type of deafness a patient 
has, I depend a great deal on the tuning fork and 
voice test. We are using the audiometer as a great 
aid and supplement. The record is of great use in 
determining whether a hearing aid can be used and 
what may be expected of it. 

Back as far as 1932, Fletcher presented an article in 
which he tried to show where we could use the audio- 
meter record in prescribing hearing aids. He stated 
that a patient having a hearing record between the 
base line and 40 decibels would derive very little bene- 
fit; between 40 and 80, he felt that the patient received 
the best benefit, and divided that further into three 
sub-groups; between 80 and 110 he felt it might be 
used, but not of the portable type. He felt that a 
business man at his desk could get along with a type 
which was stronger and larger than the portable 
article. Beyond 110 he felt there was little that could 
be done. 

Since that time we have developed the bone conduc- 
tion curve. Dr. Hayden brought that out, and using 
bone conduction in conjunction is a great aid in telling 
what can be done. Some patients do not receive the 
benefit we believe they should. There are other fac- 
tors. The patient’s makeup has much to do with it. 
In the schools for the deaf we have found that many 
children with the best hearing would not get along 
as well as others more hard of hearing. They were 
in the retarded classes in most instances. 

I think the otologist should be the one to make 
the diagnosis of a hearing defect and be the one to 
state whether or not any case should be the one to 
seek advice about a hearing aid. If they are pre- 
scribed without an otologic examination some cases 
will be fitted when they should not be. Cerumen in 
the ears may produce deafness; blockage of the 
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Eustachian tube or meningitis might be the cause, and 
these patients might be fitted with hearing aids. They 
have been, and it is entirely wrong to try to fit these 
people with hearing aids without the aid of the 
otologist. I think the otologist gives help in many 
ways. The otologist can bridge a great gap by telling 
patients what they can expect, what they are going to 
go through, and how to become adjusted to the aid. 
The patient should have a trial period when he can use 
the aid, and the otologist should see such a patient 
before the aid is purchased to see that it is doing 
what can be done, so that the patient will not buy a 
hearing aid that is of very little value to them. 

Dr. Austin A. Hayden, Chicago: I want to thank 
the section and thank Dr. Hagens for listening to what 
I had to say. I thoroughly agree with Dr. Hagens 
about the advisability of otologic examination and 
prescription of hearing aids by otologists. I call your 
attention to the fact that 95 per cent of hearing aids 
are not prescribed by otologists, but by salesmen, by 
door bell ringers, by all sorts of people. If we do 
not take interest in this thing, it is going to be lost 
to otology and to American medicine. 





THE MAINTENANCE TREATMENT OF 
PERNICIOUS ANEMIA WITH 
PARENTERAL LIVER EXTRACT 


Howarp L. Att, M. D., anp 
CHICAGO, ILL. 
RircHarp H. Youne, M. D. 
EVANSTON, ILL. 


Parenteral liver extract in the treatment of 
pernicious anemia came into general use in 1932, 
six years following the epoch-making discovery 
of Minot and Murphy. It is now generally agreed 
that parenteral liver therapy is the treatment 
of choice in pernicious anemia, especially when 
spinal cord degeneration is present. With ade- 
quate therapy, neural lesions are completely ar- 
rested and in some cases, improvement in neu- 
rologic signs occurs.* 

As more highly purified and concentrated liver 
extracts have been developed, the question has 
arisen as to whether certain substances beneficial 
to the patient with pernicious anemia are lost 
by such concentration.2 Murphy* has found 
highly concentrated extracts to be as effective 
as cruder extracts in keeping patients in remis- 
sion and in arresting neurologic lesions. 

The purpose of this paper is to summarize 
our own data and to emphasize certain principles 
in the maintenance treatment of pernicious 
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anemia with parenteral liver extract. 


CLINICAL PROCEDURE 


Thirty-five patients with pernicious anemia, 
the majority of whom were seen in the clinic 
for blood diseases at Northwestern University 
Medical School have received parenteral liver 
therapy exclusively for periods of six months to 
eight years. The distribution of patients ac- 
cording to duration of treatment is recorded in 
table 1. The average duration of treatment 
in this series was thirty-five months. Parenteral 
therapy in two patients was begun Feb. 2%, 
1932 and Aug. 21, 1932 respectively and has 
been continued to the present time. 

The liver preparations used in this work were 
crude extracts in doses of 3 cc. and more highly 
concentrated extracts in doses of 1 ce. as pre- 
pared by each of two companies*, Crude liver 
extract was always given into the buttock while 
concentrated liver extract was usually given into 
the deltoid muscle. A series of patients who 
received subcutaneous injections of 1 ce. con- 
centrated liver extract seemed to respond as 
well as when they received the same material 
by the intramuscular route. 

Eleven patients in the series, at some time 
during their treatment, either gave themselves 
injections of 1 cc. concentrated liver extract or 
received injections from relatives or friends. At 
each visit to the clinic, the erythrocyte count 
and progress of the neural lesion (if present) 
was recorded in a note book kept by the patient. 
The dates that injections were to be taken before 
the next visit were also listed. Knowing the 
object of their treatment, these patients took 
a personal responsibility in keeping themselves 
in complete remission and no difficulty was en- 
countered in observing them accurately over 
long periods. 

As the clinic for blood disease meets one day 
a week, it was customary to give injections at 
intervals representing multiples of seven days. 
For the sake of uniformity, a similar plan was 
followed with patients receiving treatment out- 
side. 

*Lederle — Concentrated solution Liver Extract, 3 cc. vial = 
10 U.S.P. units 
Concentrated Solution Liver Extract, 1 cc. vial = 
15 U.S.P. units 
Lilly — Liver Extract Solution, concentrated, 3 cc. = 
6 U.S.P. units 


Reticulogen (Parenteral Liver Extract), 1 cc. = 
no U.S.P. rating 
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Erythrocyte counts with Bureau of Standards 
equipment and hemoglobin determinations with 
a calibrated Hellige-Sahli apparatus were per- 
formed on each patient at intervals of one to 
three months. An abbreviated neurologic ex- 
amination was performed at intervals of three 
to six months and recorded in tabular form. The 


table contained the headings listed below: 


Posterior Column Manifestations Lateral Column 
Manifestations 

Stiffness in legs 

Knee jerks increased 


Paresthesias — Hands and Feet 
Vibration sense — Right — Left 


Iliac Crest Ankle jerks increased 
Patella Ankle Clonus 
Tibia Babinski’s Sign 
Maleoli 

Position sense — Big toes 


Heel to knee 


Knee Jerks — decreased or absent 
Ankle Jerks — decreased or absent 


Ataxia — Gait 
Romberg’s Sign 


The above signs were either recorded as normal, 
decreased, or absent or as zero, one plus, or two 
plus. 

The level of the erythrocyte count and hemo- 
globin content of the blood were used as the 
main criteria of remission in this study. Miller* 
has reported the average erythrocyte count in 
males over sixty years to be 4.46 million per 
cu. mm. As the average age in our series of 
patients was fifty-seven years, counts of 5.0 
million were not considered necessary to attain 
complete remission in all individuals. Some 
patients may be in remission with a count of 
4.3 million, whereas others may not be in re- 
mission until the count reaches 5.5 million per 
cu. mm. [f the patient is not in remission 
at the lower level, the red cells will be larger 
than normal. Although it is desirable, as sug- 
gested by Haden,® to use the mean red cell vol- 
ume as a criterion of remission, this determina- 
tion because of lack of time and equipment is 
not always feasible. In the present study, the 
relation between the hemoglobin content of the 
blood and the erythrocyte count, viz., the color 


TABLE 1 
PERIOD OF EXCLUSIVE PARENTERAL LIVER 
THERAPY IN THIRTY-FIVE PATIENTS 
WITH PERNICIOUS ANEMIA 


Period Number of 
in- Years Patients 

0.5-1 3 

1-2 6 

2-3 12 

3-4 9 

4-5 3 

7-8 1 

8-9 1 
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TABLE 2 
THE MAINTENANCE DOSE OF VARIOUS PARENTERAL 
LIVER EXTRACTS IN THE TREATMENT OF PERNICIOUS ANEMIA 


Ave. 
U.S.P. No. Cases Period 
Liver Extract Amount Units Treated Treated 
Mos, 
Conc. Sol. Liver 3cc. 10 9 29 
Extract (Lederle) vial 
Conc. Sol. Liver 1 cc. 15 11 25 
Extract (Lederle) vial 
Liver Extract 3 ce. 6 8 18 
Sol. Conc. (Lilly) 
Reticulogen (Par. 1 ce. 10 13 


Liver Extract) (Lilly) 
(?) Paresthesias not included. 





Ave. 
Interval Ave. 
Between Ave. Hgb. Neural Signs (*) 
Injections BIC. gm/100 
Days mil/c.mm. (%) None Improved Stationary 
(Range) 
137 4.72 14.4 4 1 4 
(13.3-18.6) (99) 
27.5 4.87 14.3 3 2 6 
(14.8-19.9) (99) 
19.6? 4.52 13.5 2 2 4 
(15.1-25.5) (93) 
19.1 4.53 13.5 0 2 8 
(16.2-22.2) (93) 





index, has been used as a rough indication of 
the size of the red cell. If the color index is 
appreciably over one, it is safe to assume that 
cells are macrocytie and the patient is therefore 
undertreated. Needless to say, the color index 
cannot be used as a criterion of macrocytosis if 
the erythrocytes are not completely saturated 
with hemoglobin. Another method to determine 
whether the erythrocyte count is optimum for 
a given individual is to give excessive liver 
therapy for several weeks. If the erythrocyte 
count and cell size were normal to begin with, 
a rise in the count is not to be expected. 

During the maintenance treatment in these 
patients, close attention was always paid to the 
occurrence of sore tongue, and to an increase 
in paresthesias and other neurologic signs. The 
presence of these phenomena was considered to 
be an indication that the patient was not in 
remission. 

As one of the objects of this study was to 
determine the maintenance dose of various liver 
preparations, an attempt was made to give the 
minimum amount of liver extract necessary to 
keep the patients in complete remission. When- 
ever there was any evidence of early relapse, 
the frequency of liver injections was increased 
rather than altering the dose given in one injec- 
tion. The majority of patients received injec- 
tions at intervals of two weeks, three weeks, or 
alternating intervals of two and three weeks. 


THE MAINTENANCE DOSE OF VARIOUS 
PARENTERAL LIVER EXTRACTS 
All data on the maintenance dose of various 
liver extracts are summarized in table 2. In some 
cases, the same patient was used to determine 
the maintenance dose of more than one type 
of extract. Such cases are only included in the 


table when the particular extract was given for 
a period of six months or longer. In order to 
show how the figures in table 2 were derived, a 
detailed summary of the group of patients who 
received Lederle’s liver extract, 1 cc. is re- 
corded (sce table 3). The erythrocyte counts 
and hemoglobin values on each patient in the 
group represent an average of all determinations 
during the period of treatment. 

It can be seen in table 2 that both the crude 
and more concentrated liver extracts maintained 
patients with pernicious anemia in complete re- 
mission when given at intervals of two to three 
weeks. Because of the small number of cases in 
each series and because of the variation in re- 
sponse among different patients, one cannot con- 
sider the small differences in the average main- 
tenance interval of the four different extracts 
as really significant. One of the crude extracts 
(Lilly, 3 ec.) had a higher maintenance interval 
(i9.6 days) than would be expected from its 
U.S.P. rating of six units. In analyzing the 
group of eight cases receiving this extract, it 

TABLE 3 
THE MAINTENANCE DOSE OF CONCENTRATED 


LIVER EXTRACT 
(Lederle, 1 cc. viai) 





Interval 
Between Ave. Neural Signs! 
Period Injec- Ave. Hgb. 


R.B.C. gm./100 Im- Station- 
None proved ary 
* 


Treated tions 
Patient Mos. Days mil/ce.mm. (%) 


SF: 52 18.8 4.74 15.7 (108) 

M.A 10 15.0 4.93 14.7(101) * 

PC 36 17.4 4.45 12.9 (89) 7 

G.J 28 18.6 5.14 15.6 (107) bs 
CP 39 19.9 4.99 14.6 (101) . 


F.H. 14 17.0 4.60 14.5(100) * 





W.H. 12 16.2 5.56 14.7 (101) * 
A.L. 14 14.8 4.98 12.9 (89) as 
M.D. 43 19.6 4.90 14.8 (102) * 
F.Y, 12 17.3 4.62 13.2 (91) = 
D.B 16 17.4 4.65 14.2 (98) " 

25 17.5 4.87 14.3 (99) 3 2 6 


1Paresthesias not included 
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appeared that several of them were of the so- 
called mild type who require less than the usual 
amount of liver to remain in remission. 


THE COURSE OF NEUROLOGIC CHANGES DURING 
PARENTERAL LIVER THERAPY 


Of the thirty-five patients in this series, 
twenty-five or seventy-one per cent, had evidence 
of neural lesions. Of these twenty-five patients, 
nineteen had posterior column manifestations, 
one lateral column manifestations, and five com- 
bined column manifestations The incidence of 
individual neurologic signs and the effect of 
adequate treatment are recorded in table 4. “In- 
itial examinations” in all cases were those that 
were performed after the erythrocyte count had 
reached a level of 3.0 million or over. This was 
done to rule out symptoms and signs related 
to anemia and weakness per se. 

It is apparent that paresthesias and impaired 
vibration sense were the earliest and most con- 
stant neurologic signs in this series of patients. 
Vibration sense was lost first over the ankles 
and later at a higher level. With adequate 
parenteral therapy, paresthesias improved or dis- 
appeared in over three-fourths of the cases and 
vibration sense improved* in over half of the 
cases. Other neurologic signs less commonly 
present also showed a tendency to improve. In 
no patient who received adequate therapy did 
neural lesions progress nor did they develop 
when previously absent. Concentrated liver ex- 
tract in doses of 1 cc..were as effective as cruder 
extracts in the treatment of neural lesions (table 
2). 

In thirteen patients who showed improvement 
in vibration sense, the average duration of symp- 
toms before adequate liver therapy was begun 
was 1.2 years as compared to 2.6 years in eleven 
patients who showed no improvement in vibra- 
tion sense. ‘This emphasizes the importance of 
giving adequate therapy early to the patient with 
pernicious anemia who has accompanying neu- 
rologic changes. 


THE RELATION OF THE BLOOD PICTURE 
TO NEUROLOGIC CHANGES 


No patient in this series who maintained a 
normal blood picture while receiving parenteral 


“Vibration sense was only recorded as improved when vi- 
brations of the tuning fork could be felt over areas in the 
lower extremities where this sensation had been previously 
absent. 
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liver therapy had any progression of neurologic 
manifestations. Four patients, two of whom 
received inadequate oral therapy and two in- 
adequate parenteral therapy, had an average 
erythrocyte count of 3.94 million per cu. mm. 
and hemoglobin of 13.4 gm. per 100 cc. over 
an average period of thirty-four months. All 
of these patients showed a definite progression 
of neural lesions. These figures reveal the 
danger of inadequate therapy even though the 
erythrocyte count is only slightly below the 
normal level. 

Several patients have been observed who re- 
ceived quite adequate liver therapy for the aver- 
age patient but persisted to have erythrocyte 
counts between 3.6 and 4.00 million per cu. mm. 
Progression of neural lesions did not occur in 
this group. In two such cases, hypothyroidism 
was found to be present in addition to the 
pernicious anemia. 


COMMENT 


The above results confirm the observations of 
Murphy® that highly concentrated liver extracts 
are as effective as cruder extracts in the treat- 
ment of pernicious anemia with or without cord 
changes. In the case of Lederle’s liver extract, 
both the 3 cc. crude extract and the 1 ce. concen- 
trated, purified extract are prepared from 100 
grams of whole liver. This indicates that the 
cruder extract contains much inert material 
that is of little value to the patient with perni- 
cious anemia. Since concentrated liver extracts 
in doses of 1 cc. can be given with less discom- 


TABLE 4 
THE COURSE OF NEUROLOGIC MANIFESTATIONS 
IN TWENTY-FIVE PATIENTS WITH PERNICIOUS 
ANEMIA WHO RECEIVED ADEQUATE PARENTERAL 





THERAPY* 
Initial Final 
Examination Examination 
No. of No. of Patients 
Patients Sign Sign 
With Sign Improved Stationary 
Paresthesias — Hands and Feet 23 18 5 
Impaired Vibration Sense 24 13 11 
Position Sense — 
Decreased or Absent 10 9 1 
Ataxia — Gait 12 7 5 
Romberg’s Sign 9 5 4 
Knee Jerks — 
Decreased or Absent 6 1 5 
Increased 8 6 2 
Ankle Jerks — 
Decreased or Absent 12 0 12 
Increased 8 7 1 
Ankle Clonus 5 4 1 
Babinski’s Sign 4 3 1 


*Average Duration of Treatment — 33.6 months. 








fort to the patient, this type of preparation is 
to be preferred for routine use. 

An: indication of the average amount of a 
given liver extract that is required for mainte- 
nance treatment can be obtained from its U.S.P. 
unit rating. One unit, as designated by the 
U.S.P. Antianemia Advisory Board is the 
amount of antipernicious anemia principle which 
when given daily to a patient with pernicious 
anemia in relapse, will produce a satisfactory 
hematopoietic response. A number of units 
(within certain limits) given at one time will 
usually be effective over a similar number of 
days. For example, 1 ec. Lederle’s concentrated 
liver extract, which contains 15 units, main- 
tained complete remission in a series of patients 
in this study when given at an average interval 
of 17.5 days (table 3). 

In maintaining the patient with pernicious 
anemia, one must first be certain of the potency 
of the liver preparation used. Secondly, the 
response of each patient should be studied indi- 
vidually. Some patients require more of the 
active principle in liver than others to remain in 
complete remission. As a general rule, it is ad- 
visable to give an excess of liver over the mini- 
mum requirement in order to give the patient a 
margin of safety against relapse of his disease. 

The patient with pernicious anemia today, 
with minimal expense and inconvenience, can 
remain in remission indefinitely. Spinal cord 
degeneration is always arrested and improvement 
in neurologic manifestations will usually occur in 
the less advanced cases. 


SUMMARY 

An analysis is made of thirty-five patients 
with pernicious anemia who received exclusive 
parenteral liver therapy ‘over a period of six 
months to eight years. These patients were 
maintained in complete remission by injections 
of liver extract at intervals of two to three weeks. 
With adequate therapy neural lesions were com- 
pletely arrested and improvement in neurologic 
manifestations frequently occurred. Highly con- 
centrated liver extracts were as effective as cruder 
preparations in keeping patients in complete 
hematologic and neurologic remission. 
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DIAGNOSIS AND TREATMENT OF 
SYPHILIS IN INFANCY AND 
THE TEEN AGE 


F. E. Sengar, M. D. 
CHICAGO 


The incidence of prenatal syphilis has been 
greatly reduced in recent years through the in- 
creased use of antisyphilitic treatment of the 
pregnant woman. Many writers have called 
attention to the beneficial effects of such treat- 
ment upon the offspring, and we have likewise 
come to recognize the influence of various factors 
in the mother’s infection with regard to the 
possibility of and the severity of infection of 
the offspring. As Ingraham! points out, the 
likelihood of the infant being infected before 
birth depends in part upon whether the mother’s 
infection is early or late, in part upon the pres- 
ence of a positive or negative serologic reaction 
in the mother, and is directly subject to the 
quantity, type and duration of prenatal anti- 
syphilitic therapy. 

As to the first of these factors, Wile and Shaw? 
showed that the birth of a syphilitic infant is 
some 12 per cent. more probable if the infection 
in the mother is of less than 4 years duration 
than it is in maternal infection of longer stand- 
ing. With regard to the influence of the sero- 
logic reaction in the mother, Cole* reported that 
81 per cent. of syphilitic women with a negative 
serologic reaction during pregnancy had living 
non-syphilitic children, while 57% per cent. of 
syphilitic women with a positive reaction during 
pregnancy had living non-syphilic children. For 
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the same two groups Ingraham reported figures 
of 78 and 45 per cent. respectively. Kassowitz’s 
law* states “The longer the interval since the 
mother’s infection and the more specific treat- 
ment she has received, the greater her chances 
of giving birth to an apparently healthy child.” 

While less than 5 per cent. of newborn infants 
of syphilitic mothers will have syphilis if treat- 
ment is started in the first half of pregnancy 
and continued until term, an incidence of 70 
to 80 per cent. of syphilis will result among in- 
fants born of mothers who have received only 
one month or less of prenatal treatment or whose 
infection is recent and active, and if no ante- 
partum treatment is given the mother, 80 to 95 
per cent. of the offspring will develop the dis- 
ease. 

In spite of the reduction in incidence, the 
Clinical Co-operative Group® report states that 
approximately 2 per cent. of the total number 
of children born in the United States have pre- 
natal syphilis and Parran® finds that 60,000 in- 
fants with prenatal syphilis are born in the 
United States each year. 

Therefore the diagnosis of syphilis in the new 
born remains an important subject, in many in- 
stances made all the more difficult by the in- 
fluence of antepartum treatment of the mother. 
It is, of course, important to begin treatment of 
the infected infant at the earliest possible 
moment, but unfortunately it is often impossible 
to establish a definite diagnosis in the first few 
weeks of life. Many writers have commented 
upon the fact that while severe early symptoms 
were frequent in the past, the picture of prenatal 
syphilis has become more uniform and fewer 
symptoms are now present. Lesne and Linois- 
sier-Ardoin’ state that 86 per cent. of the syphi- 
litic infants seen by them are born at term, are 
of normal weight, and present no clinical stig- 
mata of syphilis. Ingraham® finds that from the 
purely clinical standpoint a diagnosis of prenatal 
syphilis cannot be made in the first two months 
of life in as many as 5 per cent. of syphilitic 
infants born of partially treated mothers, and 
that 80 to 90 per cent. of the diseased offspring 
of partially treated syphilitic mothers appear 
healthy for the first few weeks of life. 

Obvious evidences of syphilis are uncommon 
within the first three weeks of life and when 
present at this time indicate a severe infection. 
As the disease becomes manifest in the usual 
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case, the child becomes restless, cries feebly but 
frequently, especially at night, and with a pecu- 
liar aphonic sound, and rhinitis with the result- 
ing “snuffles” develops in 70 per cent. of cases. 
The spleen and sometimes the liver are found to 
be enlarged and pseudo-paralysis of Parrot may 
develop. In the more sever cases the loss of 
weight is rapid, the skin has a peculiar brownish 
yellow color, and an “old man” facies and pot 
belly are present. 

When cutaneous symptoms develop at this age, 
they affect especially the head and extremities, 
with a predilection for the palms and soles, cir- 
cumoral and diaper regions, while the trunk is 
usually largely spared. The bullous type of 
lesion, affecting the palms and soles, is seen but 
rarely and its presence is a poor prognostic sign. 
Aside from the occasional occurrence of the 
bullous lesions, the cutaneous lesions developing 
early in antenatal syphilis are similar to those 
seen in the secondary period of acquired syphilis, 
and we see macular or roseolar forms, papular 
and papulo-squamous types, ulcerative and gum- 
mous lesions. Important varieties from the diag- 
nostic standpoint are diffuse inflammation of the 
palms and soles, the skin here being thickened, 
shiny and ham colored, with a glistening red 
surface left after desquamation; diffuse infiltra- 
tive plaques about the mouth, buttocks and 
genitalia, resulting in rhagadaes or fissures, 
especially on and about the lips; paronychia of 
several or all the fingers, appearing as brownish 
red infiltrates, sometimes with ulceration and 
crusting. 

In addition to the rhinitis, the mucous mem- 
branes may be involved through the presence of 
erosions and plaques at the nares, on the buccal 
mucosa, tonsils and pharynx. 

Thinning of the hair may occur diffusely or 
in small patches with involvement of the scalp, 
eyebrows and eyelashes, 

Bone involvement in early antenatal syphilis 
has received much attention from the standpoint 
of value in diagnosis. The two common types 
of involvement are osteochondritis and periost- 
itis. According to Carlo,® epiphysitis develops 
in about 80 per cent. of syphilitic babies. If this 
gives rise to pain on motion, the resulting re- 
stricted motion of the affected part accounts for 
the pseudo-paralysis of Parrot. The long bones 
(femur, tibia, etc.) are usually affected, as may 
be the cartilaginous borders of the ribs. The 
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epiphyseal involvement is usually symmetrical 
and always multiple. Whipple and Dunham? 
stating that a single bone lesion is never of syphi- 
litic origin. Next in order of frequency to Wer- 
ner’s disease is periostitis. This disorder is of 
somewhat later development, usually becoming 
apparent after the third month of life, and in- 
volving especially the long bones. 

The roentgenographic demonstration of lesions 
of osteochondritis and periostitis has assumed 
great importance in the diagnosis of antenatal 
syphilis in recent years. Ingraham” states that 
osetochondritis becomes manifest about 5 weeks 
after the fetus becomes infected, and that perio- 
stitis requires approximately 4 months for its 
development. He was able to find characteristic 
roentgenographic changes in 29.1 per cent. of 
infected infants during the first week of life and 
in 78.8 per cent. in the first few months of life. 
He feels that roentgenographic studies are of 
value in a few cases where the serologic reaction 
is negative, but that one must demonstrate a 
definite and unequivocal osteochondritis (or 
periostitis). In the period of the first few days 
or weeks of life, when the study is confined to the 
offspring of women with active syphilis and with 
less than 2 months of prenatal treatment, as high 
as 40 per cent. of definitely positive results may 
be obtained in the first 2 weeks of life. This 
writer suggests that the bone studies be made 
at the age of 6 weeks, as at that time nearly all 
the osseous lesions can be discovered. Although 
they could be detected at an earlier date in many 
instances, the expense prohibits the use of re- 
peated examinations. 


Other writers have reported positive bone find- 
ings roentgenographically in from 54 to 100 per 
cent. of cases studied and Sylvester'* reported 
that external manifestations of bone lesions were 
present in only 5 per cent. of the cases where 
such lesions were demonstrated by x-ray studies. 

Christie’* gives some interesting data with re- 
gard to his experience with this means of diag- 
nosis. By means of x-ray examination of the 
long bones made within 10 days of birth in 83 
infants born of syphilitic mothers, he obtained 
negative findings in 57 patients, positive findings 
in 3 and doubtful results in 23. Of.the 57 
patients showing no bone changes, 10 subse- 
quently developed clinical and serological evi- 
dence of syphilis, while two of the group with 
positive findings later developed such evidence. 
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In the doubtful group but 3 subsequently de- 
veloped clinical and serologic evidence of the 
disease. He felt that the roentgenographic evi- 
dence was of value in establishing the diagnosis 
in but 2 of the 83 cases. 

Caffey’® has pointed out that as the result of 
treatment of the mother with injections of bis- 
muth, transverse lines of increased density may 
appear near the diaphyso-epiphyseal junction, 
and that these may be mistaken for changes due 
to syphilis. In Christie’s study, 73 syphilitic 
mothers had received bismuth in their treatment 
and of their offspring 22 had doubtful bone find- 
ings, while of the 10 cases in which the mother 
had received no treatment with bismuth, only one 
presented doubtful findings in the roentgeno- 
grams. Christie has also stated recently that 
when bismuth injections are given to non- 
syphilitic mothers the transverse lines are demon- 
strable in the bones of the offspring, thus demon- 
strating that these lesions are not due to healed 
syphilitic lesions. McLean’® points out that 
while submetaphyseal rarefaction seen in roent- 
genograms of the long bones made in the first 
few months of life is usually pathognomonic of 
syphilis, it does occur occasionally in other con- 
ditions, particularly in nonsyphilitic infants who 
are growing rapidly. Christie’ has likewise fre- 
quently seen periosteal shadows, with or without 
other changes, in the tibia and in other long 
bones in normal rapidly growing infants. He 
states that in his group of doubtful cases the 
changes in the bones suggestive of syphilis were 
due to such causes as deposition of bismuth in 
the bones of the fetus as a result of the treatment 
of the mother, severe illness of the mother, or 
rapid growth of the infant after birth. 

While it is apparent that study of the bones 
is helpful in the early diagnosis of prenatal 
syphilis, there is considerable difference of opin- 
ion as to their relative value. Notes of caution 
are common in the literature. Caffey!® states 
that such studies are rarly conclusively diagnostic 
of syphilis, and that such findings should not be 
used as presumptive indications for treament. 
Christie*! is of the opinion that it is advisable 
to confirm the roentgenographic findings by 
clinical or serologic examinations before a defi- 
nite diagnosis of syphilis is made and treatment 
instituted. 

The interpretation of the serologic reaction of 
the cord blood and that of the infant in the first 
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few weeks of life furnishes one of the most per- 
plexing features in the diagnosis of prenatal 
syphilis. At the outset it must be stated that 
the serologic reaction for syphilis in the infant 
may be negative in the presence of infection, and 
that conversely the reaction may be positive when 
the infant has escaped infection. Dick!® states 
that nearly 40 per cent. of all syphilitic infants 
have a negative serologic reaction at birth. Such 
negative tests may be present because of the 
treatment of the mother, because of late in- 
trauterine infection or because of the’ immuno- 
logic immaturity of the infant. The time at 
which the reaction will become positive in such 
cases will depend upon the above factors together 
with the virulence of the infection and the sensi- 
tivity of the test employed. Ingraham! found 
that about one-third of syphilitic infants having 
a negative serologic reaction at birth developed 
a positive reaction in less than a month, while 
about 90 per cent. developed the reaction within 
3 months, and 96 per cent. within 6 months. 
Dick’® states that with rare exceptions the re- 
action becomes positive by the age of 2 months 
and Davies* feels that most infants with prenatal 
syphilis will develop a positive serologic reaction 
by one or more sensitive methods within 4 
months after birth. 

In 1915 Fildes’? pointed out that the Wasser- 
mann reaction obtained with blood from the 
placental end of the cord is not diagnostic of 
syphilis in the infant but of syphilis in the 
mother. He likewise stated that the phenom- 
enon does not depend on the use of blood from 
the umbilical cord but is also met with when 
the blood is obtained directly from the infant. 
Such reactions depend upon the transmission 
from the mother to the infant of a sufficient 
quantity of specific reagin. These positive re- 
actions resulting from syphilotoxemia tend to 
diminish or disappear within two weeks’ time, 
and in more than 50 per cent. of such cases the 
blood reaction will become negative within 3 
weeks, but in rare instances the positive reaction 
will persist for at least 3 months after birth. 
Davies* in 11 cases in which newborns had a 
positive blood test at birth, and followed for 
6 months or more, found congenital syphilis 
recognizable in 2, while 9 were symptom free at 
the end of one year. Almost one-half of 56 
cases in his series had a positive serologic re- 
action neonatally, but in only 2 of the cases was 
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syphilis detected. Brunner?® found 18 per cent. 
of non-specific reactions in his series of cases, 
while Krukenberg put the figure at from 30 
to 55 per cent. 

Faber and Black?! studied the titer of the 
reagin in these cases by means of quantitative 
Wassermann tests, and they felt that a falling 
titer of syphilitic reagins probably means a pas- 
sively transferred reaction, and that on the other 
hand a titer stronger than that of the mother’s 
blood at the time of delivery or a progressively 
increasing titer is indicative of syphilis in the 
infant. Dunham”? studied by means of quanti- 
tative reactions 7 cases in which the serologic 
reaction was positive at birth, and found that the 
titer gradually weakened till 6 presented nega- 
tive reactions at the end of 6 months, while the 
seventh, not tested till the end of the first year, 
then had a negative reaction. Christie?* recently 
confirmed their findings, when he tested quanti- 
tatively the bloods of 14 infants born of syphi- 
litic mothers. In 11 instances the serologic re- 
action became weaker, then became and remained 
negative within 22 to 86 days. All 11 of these 
cases have had at least 2 negative Wassermann 
reactions, the last test having been made after 
5 months’ observation in all cases. In the other 
3 cases the blood remained positive in reaction, 
and the titer increased, and all of these patients 
developed clinical or roentgenographic evidence 
of syphilis. In the discussion of Christie’s paper, 
Faber stated that Black had retested 5 of the 8 
cases originally reported by them and the pa- 
tients, then all over 2 years of age, still gave 
negative reactions. 

It must be remembered, however, that a fall- 
ing titer or complete reversal of the serologic 
reaction does not give assurance that the infant 
has escaped infection, as the transmitted reagins 
in the infant’s blood may decrease or disappear 
completely before a positive reaction develops as 
the result of the production of reagin through 
the infant’s own infection. 

Taking the study of cord blood reactions as 
a whole, Whipple and Dunham,” on the basis 
of Ingraham’s investigations, conclude that the 
results of the serologic examination of cord 
blood are not true for 15 per cent. of syphilitic 
infants, and that the presence of a negative cord 
blood fails to guarantee freedom from syphilis 
in about 40 per cent. Ingraham** found that the 
Wassermann reaction was of value in the diag- 
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nosis of not more than 9 syphilitic children 
among 195 offspring of syphilitic mothers. 
Cregor and Dalton*> state that if all the infants 
with positive serologic reactions at birth were 
treated for syphilis, 69 per cent. would be treated 
needlessly. 

Examination by means of the dark field also 
has its place in the diagnosis of early prenatal 
syphilis. The demonstration of spirocheta pallida 
in active lesions is an absolute finding, but when 
cutaneous lesions are present diagnosis is usually 
possible by other means as well. Some writers 
have, however, emphasized the value of demon- 
station of spirochetes in scrapings taken from 
the walls of the umbilical veins as a positive 
means of diagnosing syphilis in the infant. 

The difficulty of making a diagnosis of syphilis 
in the early days of life in so large a proportion 
of infants born of syphilitic mothers who have 
received antenatal treatment has led some au- 
thorities to state that all children of syphilitic 
mothers should be given antisyphilitic treatment, 
this usualy lasting for but a short time, with a 
prolonged period of observation subsequently. 
Their reasons for this, as summarized by Whipple 
and Dunham” are: 

1. It is often impossible to tell at birth which 
infants are infected with syphilis and which are 
not. 

2. Treatment of the mother results in treat- 
ment of the fetus in utero, and the infant at 
birth, although infected, may show no evidence 
of the disease. The treatment of the infant 
should not be interrupted at birth. In cases in 
which the mother is treated throughout preg- 
nancy, a course of treatment given to the infant 
postnatally may be necessary to supplement his 
prenatal treatment. 

3. The incidence of late complications of 
syphilis in the infants of syphilitic women is 
decreased. 

4. If a syphilitic infant, apparently healthy 
at birth, is not treated immediately after birth 
an unjustifiable risk is taken in that the disease 
may not be detected early and therefore treat- 
ment may be necessarily delayed. 

A second group of observers, on the other 
hand, advocate withholding treatment in the in- 
fant until a definite diagnosis of syphilis has 
been established. Their reasons, also summarized 
by Whipple and Dunham are, as follows: - 


1. If treatment for syphilis is begun it should 
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be continued for a long period. 

2. It is impossible to evaluate the results of 
therapy unless the diagnosis is established in each 
instance. 

3. It is not justifiable to place the stigma 
of syphilis on a non-syphilitie child. 

4. It is needless to submit a non-syphilitic 
infant to the hazards of antisyphilitic therapy. 

5. It is an unjustifiable expense to treat non- 
syphilitic infants. 

To these objections Ingraham® adds that the 
universal institution of treatment blunts diag- 
nostic acumen and that without a definite 
diagnosis it is impossible to obtain adequate 
co-operation of the parents, with resulting in- 
adequacy of treatment and loss of opportunity 
to follow the cases for a sufficient time. 

Still a third group suggests that treatment be 
instituted, in the absence of clinical signs or 
serologic evidence of syphilis, in certain selected 
cases, as those in which the disease in the mother 
is recent or where the mother has received one 
month or less of antisyphilitic treatment, since 
statistics show that 70 to 80 per cent. of such 
infants will be infected with syphilis. 

Black,?? taking cognizance of the difficulty of 
establishing a diagnosis in the first days of life 
of the offspring of the now almost uniformly 
treated syphilitic mothers, has recognized the 
great variation in diagnostic criteria in different 
clinics. He recommends the following criteria. 

1, Routine serologic test, history and careful 
physical examination of all pregnant women at 
the time pregnancy is diagnosed. 

2. Suitable treatment of every pregnant 
woman who has or has had syphilis, regardless 
of the results of serologic tests, physical signs 
of the disease, or previous treatment. 

3. Dark field examination of umbilical vein 
scrapings in case where there has been inade- 
quate, irregular or no antepartum treatment. 

4, Cord or peripheral infants blood Wasser- 
mann or other serologic tests in every case, and 
titration in all cases with positive reactions. 

5. Roentgenograms of long bones within two 
weeks after birth of those infants in which 
presence of syphilis is fairly probable (inade- 
quate, irregular or no antepartum treatment) 
or in which the first serologic reaction was posi- 
tive. 

6. Repeated serologic examination of the in- 
fant’s blood at not longer than two weeks inter- 
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vals with titrations in cases in which the original 
reaction was positive. 

%. Repeated roentgenographic examination at 
one month or six weeks of age in cases in which 
the diagnosis is still in doubt. 

8. Repeated dark field examinations if any 
suspicious lesions are present. 

9. Spinal fluid examinations of infants in 
whom the presence of syphilis is fairly probable 
when subsequent examinations have not revealed 
positive diagnostic results. 

Dunham” has recorded the criteria employed 
at the New Haven Hospital and Dispensary for 
deciding whether to treat the newborn infants 
of syphilitic mothers. There the infant is al- 
ways regarded as syphilitic and treated when 
any active signs of syphilis are present regard- 
less of the Wassermann reaction, or when, in the 
absence of clinical signs of syphilis in the infant, 
the mother had an active or recent infection and 
had not received treatment. Treatment is with- 
held: 1. if the mother has had antisyphilitic 
treatment during pregnancy, even though the 
treatment is considered inadequate or was given 
only in the latter part of pregnancy; 2. where 
the mother had latent syphilis; 3. in those cases 
in which the mother had had treatment during 
a previous pregnancy; 4. in those in which the 
mother, though known to have been infected dur- 
ing or before a previous pregnancy, had already 
given birth to a non-syphilitic infant since the 
date of her infection. 

In closing this discussion of the diagnosis of 
syphilis in infants in the first two months of 
life, it is of interest to quote Ingraham*® who 
records the relative usefulness of the various 
available diagnostic procedures. He states that 
diagnosis by means of physical examination is 
possible in from 2 to 3 per cent. of cases, through 
serologic results in 1 to 2 per cent., by means of 
dark field examination of umbilical vein scrap- 
ings in 20 per cent. and by roentgenograms in 30 
per cent. By a combination of these methods, it 
was possible to establish a diagnosis in at least 
50 per cent. of syphilitic infants in the first week 
of life, and in about 75 per cent. by the end of 
the second month. 

In those cases where it has been impossible to 
establish a diagnosis of syphilis, it is recom- 
mended that the infant born of a syphilitic 
mother should have periodic clinical and serologic 
examinations up to the age of at least six, and 
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perferably 12 months. 

In those cases where the infant is over 2 
months of age the diagnosis of syphilis does not 
present so many difficulties, since the serologic 
reaction is of greater diagnostic value. Black?’ 
states that he has never encountered an infant 
with a sero-negative reaction at the age of 2 
months who developed a positive reaction later, 
and Cooke and Jeans*® have had a similar ex- 
perience, although it is possible that the reaction 
may not become positive until the age of 4 to 6 
months. In an infant presenting a negative re- 
action at birth, the presence of two or more 
strongly positive reactions at a later date indi- 
cates the probability of infection in the infant. 

From the clinical standpoint, it is found that 
at 2 months of age approximately two-thirds of 
infected infants will have developed symptoms, 
while by the age of 6 months practically all of 
the remainder will have clinical signs or symp- 
toms. 

Roberts*® feels that it is probable that an in- 
fant born of a syphilitic mother and reaching 
the age of 4 months without physical or serologic 
evidence of the disease will have escaped infec- 
tion. 

The manifestations of syphilis which appear 
during infancy disappear spontaneously or as a 
result of treatment, and then a latent period 
usually ensues. 

Further manifestations may develop at any 
time but they occur preponderately in two age 
groups, at the ages of 4 to 8 years and near 
puberty. From the ages of one to 5 years we 
may have scars or furrows about the mouth or 
anus, condylomata, erosions of the mucous mem- 
branes, decay of the deciduous teetn, mental 
deterioration, and occasionally interstitial kera- 
titis. Between the ages of 4 to 8 years the 
changes most often seen are those due to osteitis 
and periostitis (the tibia and nasal septum espe- 
cially), less frequently osteomyelitis and dacty- 
litis, synovitis (Clutton’s joints); gummata of 
the bony structures (especially the tibia and skull 
and nasopharynx), liver and internal structures, 
throat and skin; vascular changes in the central 
nervous system with resulting convulsions, hemi- 
plegia or mental deterioration and Hutchin- 
sonian teeth. The epitrochlear glands are often 
bilaterally enlarged. 

Where lesions develop at or near puberty, any 
of the above changes may be seen, but this is 
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particularly the period at which interstitial 
keratitis, eighth nerve deafness and cerebrospinal 
disease appear. 

As to the incidence of clinical manifestations 
in late prenatal syphilis, Lyon and Seymour*! 
state that approximately one-half of those suf- 
fering with prenatal syphilis seen between the 
age of 10 and 15 years developed clinical symp- 
toms, while Smith, Jr.,®* in a total of 370 pa- 
tients with late prenatal syphilis found 83.3 per 
cent. in the 2 to 4 year group without lesions, 
and 60.7 per cent. in the 11 to 15 year group 
free of symptoms, the increased incidence in the 
second group being due principally to interstitial 
keratitis and central nervous system involve- 
ment. In the Clinical Co-operative Group Study** 
of 1010 patients over 2 years of age approxi- 
mately one-third had suffered from parenchyma- 
tous or interstitial keratitis, 12 per cent. had 
involvement of the central nervous system, and 
2 per cent. had bone or joint disorders. Foerster** 
in a study of 111 cases of prenatal syphilis found 
that 44 per cent. had ocular involvement, 6 per 
cent. cutaneous symptoms, 6 per cent. auditory 
changes, 15 per cent. neurological involvement, 
and 11 per cent. had symptoms indicating dis- 
ease of the bones. Carlo® found eye involvement 
in late prenatal syphilis more frequent than all 
other manifestations combined, while deafness, 
which may develop slowly or more character- 
istically with great rapidity, was present in 3 
per cent. of cases of manifest syphilis. Gum- 
mata were present in about 6 per cent. of his 
patients with obvious prenatal syphilis, occur- 
ring most often in the 9 to 13 year age group, 
with three-quarters of the lesions about the nose 
and throat. Arthritis was a common manifesta- 
tion, being present in about 15 per cent. of his 
patients past the age of infancy who had clin- 
ically active syphilis. The most common mani- 
festation was a simple bilateral effusion affecting 
especially the elbow, wrist, ankles, finger joints, 
and knee. 

In many cases of prenatal syphilis, and par- 
ticularly where the mothers received treatment 
during pregnancy, the disease may run a more 
or less asymptomatic course for many years and 
it is in these cases particularly that examination 
of the patient for the presence of stigmata of 
prenatal syphilis is indicated. These stigmata 
are often divided into two groups, the primary 
or essential stigmata (those changes usually 
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caused by syphilis only) and the secondary or 
non-essential stigmata. The first group includes 
those findings of the well known Hutchinsonian 
triad—Hutchinsonian teeth, interstitial keratitis, 
and deafness. Among the more important non- 
essential stigmata are the saddle nose, saber 
chin, frontal and parietal bosses, rhagades, 
scapulae, epiphyseal enlargements, and dental 
changes other than the classic one described by 
Hutchinson. The most important of these other 
tooth defects is the Moon or mulberry molar. 
This involves the first upper molar, which is 
small and dome shaped, with the grinding sur- 
face roughened and presenting three to four small 
enamel covered projections in place of the usual 
cusps. Decay of these defective cusps gives the 
surface of the tooth a honeycombed appearance. 
This type of tooth, which develops in about 7 
per cent. of cases of prenatal syphilis, usually 
decays at an early age and then presents a 
shoulder of enamel around the crown. Various 
other dental defects have been described as due 
to prenatal syphilis, but most*of them have little 
value from the standpoint of specific diagnosis. 
The tubercle of Caribelli, a fifth antero-internal 
cusp on the upper first molar, was for a time 
thought to be of significance but is now regarded 
by all syphilologists as of no value in diagnosis. 

There are other minor stigmata too numer- 
ous to mention, but Higoumenakis*®* has recently 
described as an important stigma a tumefaction 
of the inner third of the clavicle, an augmenta- 
tion in volume of the bone due to hyperostes 
resulting from a syphilitic osteitis. He has found 
this sign more frequently present than other 
positive stigmata and states that it is never 
present in those with acquired syphilis or in the 
healthy. Dorne and Zakon** found this sign 
present in all of 12 cases examined by them. 
Givan*’ states that this sign is not seen com- 
monly, but is suggestive. 

Treatment: As in adult syphilis treatment 
is carried out with a combination of an arsenical 
and a heavy metal, and most authorities endorse 
the continuous rather than the intermittent 
method. Sulpharsphenamine is the drug of 
choice in infants, where the intravenous route, re- 
quired for the use of arsphenamine, neoarsphena- 
mine or mapharsen, is difficult to employ. Some 
authorities advise that a short course of treat- 
ment be given with a heavy metal before be- 
ginning the use of the sulpharsphenamine, but 
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most writers believe that the arsenical should be 
used at the outset unless the infant’s condition is 
such that it may not survive the initial thera- 
peutic shock resulting from the drug. In such 
cases from 2 to 3 weeks of treatment with mer- 
cury should be carried out before giving the first 
injection of sulpharsphenamine. In general small 
first doses are to be recommended, about 5 to 10 
mgm. per kilo of body weight, rapidly increas- 
ing the dose to a maximum, which for some 
authors is 15 mgm. per kilo, and for others up 
to 25 mgm. per kilo. After a series of 8 to 10 
such injections weekly a heavy metal may be 
employed, bismuth subsalicylate in a dosage of 
2 mgm. per kilo being most favored. All writers 
insist upon the necessity of prolonged treatment, 
Moore*® suggesting a minimum of 40 injections 
of sulpharsphenamine and an equal number of 
injections of bismuth or its equivalent in mer- 
cury, the first course of heavy metal lasting 4 
weeks while succeeding courses of the heavy metal 
are of gradually increasing length. Some writers 
have recommended bismarsen as an alternate 
drug, but the results in general with this drug 
are not as favorable as with the combination dis- 
cussed above. 


In recent years much attention has been given 
to the use of the pentavalent arsenical, acetar- 
sone, in the treatment of early congenital syph- 
ilis. The drug has the advantage of ease of 
administration with consequent improvell co- 
operation on the part of the patient’s parents. 
The use of this agent is enthusiastically sup- 
ported by a number of writers, particularly 
among the pediatricians, and Yampolsky*® re- 
cently reported that he considered it the drug 
of choice for the treatment of syphilis in infancy. 
Other writers, however, caution that most of the 
cases have not been followed for a sufficient 
length of time to permit a definite evaluation. 
Pillsbury and Perlman*® found that the effect 
of this drug on reversal of the Wassermann re- 
action was only moderately satisfactory for in- 
fants under 6 months of age, but was as good 
or better than the standard preparations for 
children over this age. An editorial in the 
Journal of the American Medical Association*! 
recently reviewed this question, concluding that 
the results seemed to be less favorable with 
acetarsone than with other arsenicals of lesser 
toxicity. 


Toxic reactions to this drug occurred in 10 
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per cent. of the cases treated by Pillsbury and 
Perlman, with an incidence of 4.6 per cent. of 
serious reactions, especially nephritis. Whipple 
and Dunham’® state that the toxic symptoms are 
as a rule mild, but that 7 deaths have occurred 
among over 1000 children so treated. Among 
the toxic reactions noted are exfoliative derma- 
titis, vomiting, diarrhea and paralysis. 

In this country this drug is usually employed 
either according to the Bratusch-Marrain or the 
Maxwell-Glaser methods. The former is the 
more conservative method, and the general 
opinion seems to be that the drug is best toler- 
ated when given in small doses. According to 
the first named plan, in the first week the patient 
received 0.005 gms. of acetarsone per kilo daily, 
in the second week 0.01 gm. per kilo daily, in 
the third week 0.015 gm. per kilo daily and in 
the fourth week 0.02 gm. per kilo daily. After 
a course lasting 9 weeks the patient is given a 
rest period of 4 to 6 weeks, some authorities ad- 
vocating the use of bismuth during this period. 
Such a course is repeated until the serologic re- 
action, taken after every course, is negative 
three times in succession. An additional safety 
course, given 6 months after the cessation of the 
regular courses, is recommended even when the 
serologic reaction remains negative. 

In the cases of prenatal syphilis where treat- 
ment is started after infancy, we have, as in 
late acquired syphilis, opportunity for greater 
individualization of treatment. Here we employ 
an arsenical (Neoarsphenamine, Mapharsen) and 
a heavy metal, preferably bismuth, in dosage 
adjusted to the age and size of the child, in the 
same way as in the later stages of syphilis in the 
adult. It should be remembered that there is 
but little possibility of obtaining serologic re- 
versals in these cases, and treatment should be di- 
rected mainly toward relief of symptoms and the 
maintenance of health. In these later cases with 
involvement of the eye, ear or central nervous 
system, fever therapy may also be indicated. 


Prognosis: As to the prognosis of prenatal 
syphilis, one must consider both the virulence 
of the infection in the early days of life, the 
age at which treatment is begun, and the amount 
of treatment given both mother and child. The 
period of greatest danger is the first six months 
of life. Nearly all infants who show definite 
clinical evidence of the disease in the first three 
to four weeks of life die, while if clinical signs 
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do not appear until two to six months after birth, 
the mortality rate drops to about 17 per cent. 
If symptoms do not appear until the age of 7 
to 12 months, the rate is only 8 per cent. Like- 
wise, the more severe the symptoms, the higher 
the death rate, as Jones*? found that of syphilitic 
children dying during the first year of life, 34 
per cent. had severe lesions and 5 per cent. mild 
lesions. 

Morgan** has found that if treatment of the 
prenatally infected child is begun in the early 
stage, 80 per cent. will show a serologic cure, 
while if treatment is commenced before the twen- 
ty-eighth month of life, 64 per cent. of such 
results will be obtained. If treatment is insti- 
tuted later, the proportion of favorable results 
falls to 49 per cent. Smith, Jr.,** finds that if 
treatment is started while the infant is under 
six months of age, it is possible to obtain 83 
ver cent. of serologic as well as clinical cures if 
50 injections of the drugs are given before the 
age of two years. This writer also emphasizes 
the fact that the response is proportional to the 
age at which treatment is begun and to the 
amount of treatment. He*? points out that the 
proportion of cases of serologic fastness is 36.9 
per cent. when treatment is begun during the 
ages of two to four years, and increases to 84 
per cent. when treatment is begun during the 
11 to 15 year age period. Sylvester’? is con- 
vinced that the baby who is seen early and treated 
adequately and early, will become normal in 
every way and remain so for so long that it may 
be considered normal. The Clinical Co-opera- 
tive Group study** served to show the influence 
of the amount of treatment, for in 1010 cases, 
62 per cent. of those patients adequately treated 
for more than one year had a satisfactory result 
while only 49 per cent. of those treated for less 
than a year had a satisfactory outcome. 

All authors point out that prenatally syphilitic 
children with involvement of the central nervous 
system do not respond well to treatment, even 
when serologic reversal occurs, and deterioration 
may continue in spite of treatment. 

55 E. Washington Street. 
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DISCUSSION 

Dr. Thomas H. Sternberg, Peoria: Dr. Senear has 
presented the subject so well there is little that I can 
add, more than to confirm some of the facts he has 
mentioned. We do encounter more difficult problems, 
I think, in prenatal syphilis than perhaps in any other 
phase of syphilis, not only from the standpoint of diag- 
nosis but also treatment. Dr. Senear covered the early 
toxic signs very fully. There is one thing I would 
like to mention in that line and that is the x-ray diag- 
nosis of unerupted Hutchinson central incisors, or 
Hutchinsonian teeth. After the age of two years Dr. 
Buley has shown that x-rays will show the typical 
Hutchinsonian teeth which are not erupted. This 
previously was shown in a five year old child by Dr. 
Stokes, 

The treatment of prenatal syphilis is sometimes in- 
fluenced in the early stages by the severity of the 
disease. Cases which we rarely see any more, that is 
babies in which the mother was untreated, usually 
have a much greater toxemia from the infection. A 
study by Jeans and Cooke showed that from twenty-five 
to fifty per cent. of the untreated babies died from their 
infection. Now we are apt to see a little bit milder 
type of prenatal syphilis because most of the expectant 
mothers now receive some kind of treatment, even if 
only during the last month or two of pregnancy. 


Charles C. 
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Concerning the active treatment of these cases, Dr. 
Senear recommends sulpharsphenamine and heavy 
metals, such as bismuth, which accords with my opin- 
ion as to the best method of treatment. Sulpharsphena- 
mine has been considered as somewhat of a dangerous 
drug, particularly because of the high degree of arsen- 
ical dermatitis which has been reported as occurring 
following its use. We have used sulpharsphenamine 
quite a bit in Peoria in the clinic and I have been 
acquainted with it from previous experience. I think 
that the great majority of these cases of arsenical 
dermatitis can be anticipated and prevented by a care- 
ful examination of the baby each week before treatment, 
particularly an examination of the skin which will 
show this up in the pre-eruptive stages perhaps only 
as a few scratch marks of the skin. Bismuth, of course, 
is given alternately with sulpharsphenamine, and the 
babies are given roughly seventy to eighty weeks of 
treatment. The dosage of sulpharsphenamine is usually 
15 mg. per kilo the first dose and from then on 25 
mg. per kilo which, of course, would not hold true in 
all cases but can be used as a yard stick for the ma- 
jority. The dosage of the bismuth, preferably bismuth 
subsalicylate, is 2 mg. per kilo body weight. 

There is one interesting report on prenatal syphilis 
which I wish to mention: F. A. Smith’s study of 
269 cases. These cases were studied, none of them 
less than two years and most of them for five to ten 
years, from all aspects. He found that the ultimate 
clinical and serologic outcome in prenatal syphilis was 
as good after six to twelve months of treatment as 
after more; that is, the final results after six to twelve 
months of treatment were exactly as good as if they 
had had more than twelve months of treatment; and 
that the prognosis is better in those cases with spon- 
taneous latency than in patients in which the treat- 
ment was started when they had active lesions. Smith 
found that the results were better in negro children. 
This was explainable because of the fact that they 
had less involvement of the central nervous system. 
Neither age nor sex nor the age at which treatment 
was started had little if any effect on the ultimate 
outcome. 

The Wassermann-fast cases, which are encountered 
frequently in prenatal syphilis, are not of any par- 
ticularly serious prognostic import. That is a point 
which I think is worth emphasizing. We encounter 
Wassermann-fast cases in prenatal syphilis more fre- 
quently than in acquired syphilis. The tendency is that 
the treatment in these cases should be continuous. A 
lot of them are overtreated, sometimes as much as 
four or five years continuously. 


Dr. R. A. Vonderlehr, Washington, D. C.: I would 
like to clear up one point about the reaction rate with 
sulpharsphenamine which Dr. Senear mentioned. I 
think the position of the Cooperative Clinical Group 
and the Public Health Service is partly responsible for 
this situation. The National Institute of Health of the 
Public Health Service has evidence which may indicate 
that the sulpharsphenamine which has been manufac- 
tured in recent years is a much more chemically uni- 
form and much more stable preparation than the 
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sulpharsphenamine of ten or fifteen years ago. The 
Public Health Service is now working on an experi- 
ment utilizing sulpharsphenamine and neoarsphenamine 
clinically to compare the percentage of untoward re- 
actions obtained with the two drugs under identical 
conditions. 





EQUAL STANDARDS FOR ALL 

The influx of foreign physicians into this country, 
and particularly into this state, lends special im- 
portance to recent decisions of the appellate division 
of the New York Supreme Court. In one case, Doctor 
G, E. De Luca, an Italian physician, had requested the 
New York Board of Regents to indorse his Italian 
license. This the Regents refused to do without exam- 
ination on the grounds that there is considerable 
uncertainty as to the standards of many European 
colleges today. Dr. De Luca appealed from their de- 
cision. Another ruling concerned two physicians who 
demanded indorsement of their German licenses after 
failing in the New York State Board Examination. 
In both cases the Court held that the Regents are 
within their rights in requiring foreign applicants to 
take the regular State Board Examination in order 
to obtain a license to practice here. 

The decay of educational standards in certain Euro- 
pean countries today is undeniable. New York State 
requires its own citizens to undergo an exacting 
training to practice medicine. It cannot be expected 
to license foreign graduates without first making sure 
of their qualifications. 

As the opinion written by Justice Heffernan sets 
forth, “The State has the right to demand that those 
who seek to practice medicine and surgery . . . shall 
pass a satisfactory examination as evidence of skill 
and competency. Such a requirement is neither un- 
reasonable or discriminatory.” 





DISADVANTAGES OF THE INCREASED 
SPAN OF LIFE 

In a hundred years we have done much to increase 
the span of life, so much in fact that now we sit 
back and wonder whether the State can stand the 
consequent increase in old age pensions. In 1900 there 
was one person of 60 years in every twelve. By 1960 
there may be one in every six, — and that is some- 
thing to think about, one-sixth of the population 
60 years of age or over. 

In increasing the life-span we have probably con- 
tributed to the fact that cancer has risen to second 
place among causes of death in the United States. 
The total dead for all our wars numbers something 
like 170,000 people. In the last fifteen years, actual 
deaths by automobile have amounted to over 400,000, 
and, in the last five years, over 600,000 people have 
died of cancer. 





NURSE IS INJURED WHEN HIT BY AUTO 


Miss Mona Smith taken to Mercy Hospital; was 
struck in safety zone. 
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THE MILLS GRIND SLOWLY 


Father time has always played one role like a past 
master, and thus far none has yet been able to equal 
(or avert) his devastating effectiveness as a disillu- 
sionist. Perhaps long experience accounts for it. 

Pet schemes, ideas, theories built upon the shifting 
sands of emotionalism, or haywire economics, social 
or political theories will one by one be gathered to 
their fathers by this old Patriarch. But unfortunately, 
they leave as their inheritance a mass feeling of 
hopelessness and uncertainty among the people serving 
only to make them potential victims of resurrected 
variations of the same theme. 

One by one, the “bugs” in the flood of artfully de- 
vised “systems” for furnishing medical care at bar- 
gain prices are coming to light. In nearly every 
instance it is the little matter of finance, so glibly 
passed over by the promoters, that has proven to be 
the monkey wrench in the machinery. 

It appears that in spite of considerable division of 
Federal funds and property, the legality of which is 
at least debatable, all is not well with the once-promis- 
ing Group Health Association of Washington, D. C. 
This you will recognize as the organization furnishing 
the enterprising Thurman Arnold with his dubious 
excuse for attacking the A.M.A., for which he has 
recently received another rebuke from the Supreme 
Court. In spite of repeated raising of dues, expenses 
seem to follow the Washington example, and keep 
ahead of income, with the result that membership is 
dropping. The implication is that you can’t keep a 
person sold on an idea he has found by experience 
doesn’t work. The only unfortunate thing is that with 
so many the experience must be personal — and ex- 
pensive — in order to be effective. 

The Medical Bulletin. 





NOBEL PRIZE DEBARRED FROM GERMANY 

According to press reports, the 1939 Nobel Prize 
for Physiology and Medicine “has been regretfully 
declined” by Prof. Gerhard Domagk, director of the 
research institute of the I. G. Farbenindustrie Lab- 
oratory at Elberfeld. The award to Professor 
Domagk was in recognition of his discovery and 
announcement in 1935, that prontosil, one of the 
sulfanilamide group, protected mice against strepto- 
coccus infection. It is said that he has written to the 
Stockholm committee, thanking them for the honor 
conferred upon him, but pointing out that under the 
present law no German is allowed to accept a Nobel 
Prize. 





The miracle of making little children walk again 
when wasted, useless muscles had apparently doomed 
them to life in a wheel chair has been accomplished 
in five cases by treatment with vitamins E and B, 
according to Dr. Simon Stone, Manchester, N. H. 
One of these children was an infantile-paralysis vic- 
tim, whose muscles were restored to nearly normal 
usefulness within one month. 
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DO YOU MEAN ME? 


Are you an active member, the kind that would be 
missed, 

Or are you just contented that your name is on the 
list? 

Do you attend the meetings, and mingle with the flock, 

Or do you stay at home and criticise and knock? 


Do you take an active part to help the work along, 

Or are you satisfied to be the kind that “just belong”? 

Do you ever go visit a member that is sick? 

Or leave the work to just a few and talk about the 
“clique” ? 


There’s quite a program scheduled that I’m sure 
you've heard about, 

And we'll appreciate if you too, will come and help us 
out. 

So come to the meetings often, and help with hand 
and heart. 

Don’t be just a member, but take an active part. 


Think this over, member, you know right from wrong, 
Are you an active member, or do you just belong? 

—ANON. 
—Journal, Amer. College of Pro. 





OBSTETRICAL DEFINITION 


(Formulated by The American Public Health Asso- 
ciation and Endorsed by The Committee on Neonatal 
Morbidity and Mortality of The American Pediatric 
Society.) 

1. Complete birth. A birth is complete the very 
instant of complete separation of the body of the in- 
fant from the body of its mother (regardless of 
whether or not the cord is cut, or the placenta 
detached). 

2. Live birth. An infant exhibiting life after a 
“complete birth.” The three evidences of life are: 
(a) breathing, (b) heart action or (c) movements of 
a voluntary muscle. 

3. Still birth. An infant which does not exhibit 
evidence of life after a “complete birth”: (no breath- 
ing, no heart action or no movement of a voluntary 
muscle). 

4. Abortion. Any product of conception less than 
28 weeks’ duration, measuring 35 cm. or less, and 
weighing less than 1,500 grams (3% Ib.). 

5. Premature infant. An infant with a birth weight 
of 2,500 grams (5% Ib.) or less, with a “crown-heel” 
length of 47 cm. or less and a gestation of 37 weeks 
or less: the birth weight being the most important 
factor. 

6. Neonatal period. The first 30 days of the in- 
fant’s life. It is during these first 30 days that the 
mortality of all infant deaths under one year is the 
greatest (67 per cent). The usual causes, usually 
preventable, are prematurity, birth injuries and sepsis. 
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PALSY SUFFERERS GET INSTANT AID 

PEORIA, Ill—Remarkable changes in Parkinson’s 
disease patients treated with vitamin B, administered 
intravenously, effective within a few minutes after 
the treatment, were reported here by Dr. Tom D. 
Spies of Hillman Hospital, Birmingham, Ala., speak- 
ing at the 100th annual meetin gof Illinois State Med- 
ical Society. 

Dr. Spies and his colleague, Dr. William B. Bean, 
treated 11 cases of Parkinsonism of at least four 
years’ duration, eight of which were arteriosclerotic 
and three of which were post-encephalitic. Upon the 
cases following encephalitis vitamin B, produced the 
most remarkable results. A few minutes after the in- 
jection there was marked improvement. Tremor and 
rigidity decreased. The patients were able to walk 
without customary stiffness. 

Two of the arteriosclerotic patients showed definite 
improvement, five were unchanged and one was con- 
siderably worse. 

Dr. Spies also reported that Dr. Norman Jolliffe 
of the New York University College of Medicine in 
a personal communication has stated that he has ob- 
tained similar results following administration of 
vitamin B, to patients with Parkinson’s disease. 

Temporary relief of neuromuscular symptoms, 
roaring sensations in the ears, anorexia and insomnia 
in selected persons with malnutrition was obtained 
through use of another synthetic vitamin, alpha- 
tocopherol, or vitamin E, the so-called fertility vita- 
min, was also reported by Dr. Spies. These patients 
were badly nourished but gave no evidence of pellagra, 
beriberi or riboflavin deficiencies. 





TOO MANY PEOPLE LIVING OFF IDEAS 
INSTEAD OF REALLY DOING SOMETHING 
Thomas H. Benton, Missouri’s native artist and a 
descendant of the great “show me” statesman, says 
with refreshing frankness that he is fed up with the 
incessant talk of radical intellectuals. In New York 
he finds there are too many people living off ideas 
instead of really doing something. The intellectuals 
are unable to distinguish between realities and ideas 
that may be unreal and untried. 
—Nation’s Business. 





“Ts life so dear, or peace so sweet, as to be 
purchased at the price of chains and slavery? Forbid 
it, Almighty God! I know not what course others 
may take, but as for me, give me liberty or give me 
death.”—Patrick Henry. 





“How come you were born in Ireland?” 
“Well, you see, I wanted to be near my mother.” 
—Anapolis Log. 





CHICKEN SALAD 
Customer: “Have you any good pork today?” 
Butcher: “Good pork! Say, I’ve got some pork 
that will make better chicken salad than any lamb you 
can buy!”—Red Fez. 
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The tuberculosis patient is not a character out of a 
book but a human being whose reactions to tubercu- 
losis are essentially his general response to life and 
its difficulties. Everett T. Conlogue, M.D., Amer. 
Rev. of Tuber., Aug. 1940. 

It would seem that poverty and unusual stress and 
strain should be — more so than they frequently are 
— the guide-posts for case-finding programs. Max 
Pinner, M.D., Amer. Rev. of Tuber., Sept. 1940. 





1,500 POUNDS OF FOOD CONSUMED 
ANNUALLY BY THE AVERAGE 
AMERICAN 


The average American consumes 1,500 pounds per 
year of food. About 25% of this is dairy products. 
In the United States the consumption of dairy prod- 
ucts per capita is distributed as follows: 
153 quarts of milk and cream, 
17.7 pounds of butter, 
5.72 pounds of cheese, 
16.3 pounds of canned milk, 
2.21 gallons of ice cream. 





THE ARAB AND THE CAMEL 


An Arab lay asleep in his tent. He was awakened 
at midnight by his camel. 

“What do you want?” asked the Arab, as the camel 
pushed his nose into the tent. 

“Tt is cold out here,” answered the camel. “May 
I stand with my head inside the tent?” 

“O yes,” answered the careless Arab. And he turned 
over and went to sleep. 
Soon he heard the camel moving. 
“What do you want?” asked the Arab. 
“Tt is cold out here,” answered the camel. “May 
stand with my shoulders inside the tent?” 
“O yes,” answered the Arab. And he rolled over 
and went to sleep. 

Soon he heard the camel moving again. 

“What do you want?” asked the Arab. 

“It is cold out here,” answered the camel. “May I 
put my fore legs inside the tent?” 


_— 


“O yes,” answered the Arab. Then he moved along 
to make room for the camel. Then he rolled himself 
up and went to sleep. 

By and by he heard the camel moving again. 

“What do you want?” asked the Arab. 

“It is cold out here,” answered the camel. ‘May I 
bring my hind legs inside the tent?” 

“O yes,” answered the Arab. “They cannot take 
much more room after all.” 

So in stepped the camel. 

“It is very crowded in here,” said the camel at last, 
“I think you may as well move out now and let me 
have the whole tent.” 

So he pushed and pushed; until at last the Arab 
rolled out under the tent into the cold, and the camel 
lay down to sleep. 

—Aesop. 
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AGE-REVERSING HORMONE 


Age-Reversing Hormone starts rat revolution. 
When Nobel prize-winning novelist, Sinclair Lewis, 
wrote a story about a man who grew backward, i.e., 
from age to youth, critics considered his idea as 
fantastic as earlier critics had held Jules Verne’s 
description of what might happen 20,000 leagues under 
the sea. If Lewis had mentioned the little known 
chemical substance, estriol glucuronide, ‘isolated from 
the human placenta about ten years ago by Dr. J. B. 
Collip of McGill University, Canada, his story might 
not have seemed so fantastic. Reporting experiments 
before the Association for the Study of Internal Se- 
cretions in St. Louis last month, Professor R. G. 
Hoskins, endocrinologist of the Memorial Foundation 
of Neuro-Endocrine Research at Harvard University 
Medical School, talked about the new “age-reversing 
hormone,” estriol glucuronide, similar in nature to one 
of the estrogenic hormones, estrin. Injected into rats, 
the “age-reversing hormone” restored their vigor. As 
measured by physical activity, 10 senescent rats “grew 
backwards” at an astonishing rate following oral ad- 
ministration of 2 to 5 cc. of estriol glucuronide a day. 
At the beginning of the experiment, these rats re- 
volved a disc in their cages at a rate of only 400 to 
600 revolutions a week. After being treated with the 
“age-reversing hormone,” they increased their revolu- 
tions to as many as 2,680 a week. 

Modern Medicine 





Coming Meetings 


November 12 — Effingham County — Benwood 
Hotel, Effingham — 6:30 P. M. Dr. Tell Nelson 
— “Allergy for the General Practitioner.” 

November 12 — Alexander County Medical Society 
— St. Mary’s Hospital, Cairo — 8:00 P. M. 
— Dr. S. D. Soule, St. Louis — “Why Not 
Caesarian Section?” 

November 12 — Lincoln Hotel, Lincoln — 6:30 P. M. 
— Maternal Welfare Program. 

November 12 — Lake County — Research Hall, 
Abbott Laboratories, North Chicago — 8:00 
P. M. — “When Bobby Goes to School.” Talk 
on Blindness. 

November 12 — Bureau County — St. Margaret’s 
Hospital, Spring Valley — 6:30 P. M. — Dr. 
Italio F. olini —- “Cardio-Vascular Renal Dis- 
ease.” 

November 12 — Winnebago County Medical Society 

November 13 — McDonough County Medical Society 
— Macomb — Evening — Dr. Max Thorek — 
“Electrocoagulation of the Gall Bladder.” 

November 14 — Whiteside County — Lincoln Hotel, 
Sterling — 6:30 P. M. — Dr. Sidney A. Portis 
“Medical Management of the Gall Bladder.” 

November 14 — Fulton County Medical Society — 
Canton — Country Club — 6:30 — Dr. Rollo 
K. Packard — “Carcinoma of the Colon” and 
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Dr. Rosewell T. Pettit, illustrated talk on “Wild 
Tribes of the South American Jungle.” 
November 14 — Southern Illinois Medical Association 


— Metropolis 

November 15 — Will-Grundy County Medical So- 
ciety — Louis Joliet Hotel — Joliet — 12:00 
— Dr. Earl O. Latimer — “Physiologic Con- 
sideration of the Surgical Patient — Water 
Balance.” 

November 19 — Ogle County — Evening — Dr. 
Harry Leichenger — “Poliomyelitis.” 

November 20 — Coles Cumberland — Mattoon — 
Rotary Club Rooms — 7:00 P. M. — Dr. Earl 
O. Latimer — “Anatomic Considerations in the 


Repair of Inguinal and Femoral Herniae.” 

November 20 — Chicago Medical Society — Chicago 
Woman’s Club — 8:30 — “Pneumonia.” 

November 22 — Will-Grundy County — Louis 
Joliet Hotel, Joliet — 12:00 — Dr. Adrien Ver- 
brugghen — “Neurology for the General Prac- 
titioner.” 

November 22 — Saline County — Eldorado — Martin 
Funeral Home — 8:00 P. M. 

November 26 — Macoupin — Carlinville — Evan- 
gelical Hall — 7:00 P. M. — Dr. James Graham 
— “Segmental Retrograde Sclerosis of Varicose 
Veins.” Dr. R. F. Herndon — “Peripheral 
Arterial Disease.” 

November 28 — Edgar County — Paris, 8:00 P. M. 
— Dr. F. E. Senear — “Common Skin Dis- 
orders.” 

November 28 — Henry County — Kewanee — 6:30 
P. M. — Dr. Leo K. Campbell “Benefits & 
Dangers of Reducing” — Dr. Channing W. 
Barrett — “Preservation & Restoration of the 
Pelvic Floor.” 

December 4 — Chicago Medical Society — “Anemia” 
— Chicago Woman’s Club — 8:30 P. M. 
December 5 — North Central Illinois Medical Asso- 

ciation — Princeton. 

December 5 — Ford County — Middlecoff Hotel, 
Paxton — 6:45 P. M. — Dr. Henry Irish — 
“Diarrhea in Infants.” Dr. A. F. Lash — “Re- 
cent Advances in the Treatment of Puerperal 
Sepsis.” 

December 6 — Bond County — Dr. Irving F. Stein 
-- “A Practical Consideration of the Sterility 

- Problem for the General Practitioner.” 

December 6 — Will-Grundy — Joliet, Louis Joliet 
Hotel — 12:00 — Dr. Frederic W. Schultz — 
“Treatment of Infectious Diseases with Sul- 
fanilamide.” 

December 9 — Lincoln — Lincoln Hotel — 6:30 
P. M. — Dr. Frederick H. Falls — “Prevention 
and Control of Toxemia of Pregnancy.” 

December 10 — Effingham County — Benwood Hotel 
— Effingham — 6:30 P. M. 

December 10 — Lake County — North Chicago, 
Abbott Laboratories — 8:00 P. M. — Dr. Michael 
Mason — “Surgery of the Hand.” 
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Champaign County 

The following is a schedule of the coming meetings 
of the Champaign County Medical Society. 

November 14, 1940 the Society will be addressed 
by Dr. Phillip Hench who will speak on the subject 
of “Arthritis.” 

The December meeting December 12, 1940 will be a 
joint discussion, Dr. Roland P. Mackay and Dr. Leroy 
H. Sloan, both of Chicago. Dr. Mackay will dis- 
cuss “Pitfalls in the Diagnosis of Functional Dis- 
eases,” and Dr. Sloan will follow with “Organic 
Possibilities in the Functional Syndrome.” 

The January meeting to be held January 9, 1941 
will be addressed by Dr. John S. Coulter, who will 
discuss “The Use and Abuse of Physical Therapy.” 
Dr. Coulter’s talk will be illustrated with lantern 
slides. 

The Champaign County Medical Society feels very 
fortunate in being able to secure the services of these 
very fine men. These programs are arranged by a 
committee headed by Dr. L. T. Gregory of Urbana. 

Meetings of the Champaign County Medical So- 
ciety are held at the Champaign County Country Club, 
with dinner served at 6:30 P.M. Friends in near-by 
counties are cordially invited to attend. Dinner 
reservations should be made through the Secretary of 
the Society, Dr. Sherman S. Garrett, 311 West Uni- 
versity Avenue, Champaign, Illinois. 





Marriages 





LAWRENCE M. Dunn to Miss Gertrude Grbac, 
both of Depue, Ill., August 10. 

Leo H. Frico to Miss Betty June Sckiller, 
both of Chicago, July 4. 

FRANKLIN P. Le VAN, Chicago, to Dr. GRACE 
C. InirF of Ottawa, IIl., in St. Louis, Septem- 
ber 5. 

JosEPH RarperR, Mundelein, Ill., to Miss Bea- 
trice Goldsmith of Chicago, August 22. 

StanLey Lioyp TEITELMAN to Miss Bobette 
Wilson, both of Chicago, August 31. 





Personals 





The Polish Medical Society of Chicago was 
addressed, September 26, by Dr. Francis E. 
Senear on “Office Dermatology.” 

Dr. Arthur J. Fletcher, Danville, discussed 
poliomyelitis before the Saline County Medical 
Society in Eldorado, September 27. 

Dr. Joseph E. Schaefer, Chicago, addressed 
the Macoupin County Medical Society in Carlin- 
ville, September 24, on “Lesions of the Mouth.” 

The North Side Branch of the Chicago Medi- 
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cal Society was addressed, October 3, by Dr. Elli- 
ott C. Cutler, Boston, on “The Art of Surgery.” 

The Whiteside County Medical Society will 
be addressed in Sterling, November 7%, by Dr. 
Clifford J. Barborka, Chicago, on “Management 
of Gallbladder Disease.” 

Dr. James E. Graham, Springfield, discussed 
“Varicose Veins” before the Adams County 
Medical Society in Springfield, September 9. 

The Chicago Roentgen Society was addressed, 
October 10, among others, by Drs. Jerry J. 
Kearns and Harold C. Voris on “The Early 
Management of Acute Head Injuries.” 

Among others, Drs. Abraham A. Low and 
Elizabeth P. MacDougall addressed the Illinois 
Psychiatrie Society, October 3, on “Combined 
Picrotoxin and Metrazol Treatment of Mental 
Patients.” 

Dr. Cornelius E. Kline, formerly of Vienna, 
has been appointed in charge of the Moline 
district health unit, succeeding Dr. Carl A. 
Peterson, who resigned on account of ill health. 

At a meeting of the Stephenson County Medi- 
cal Society in Freeport, October 17, Dr. Charles 
J. Drueck, Chicago, spoke on “Cancer of the 
Rectum.” 

Dr. Millard F. Arbuckle, St. Louis, discussed 
“Diagnosis and Treatment of Lung Abscess” 
before the Jefferson-Hamilton County Medical 
Society in Mount Vernon, September 25. 

Dr. Wendell W. Brown, Collinsville, addressed 
the Madison County Medical Society in Collins- 
ville, October 4, on “Indications and Applica- 
tions of X-Ray and Radium Therapy in Gyne- 
cology.” 

The Society of Medical History of Chicago 
will be addressed, November 4, by Drs. Abraham 
Levinson on “Medical Medallions”; James E. 
Lebensohn, “Wollaston and Hemianopsia,” and 
Jerome R. Head, “Bretonneau, Trousseau and 
Velpeau.” 

Dr. Cornelius P. Rhoads, New York, addressed 
9. joint meeting of the Institute of Medicine 
of Chicago and the Chicago Society of Internal 
Medicine, October 28, on “Physiological Aspects 
of Vitamin Deficiency.” 

Dr. Robert S. Berghoff, clinical professor of 
medicine, Loyola University School of Medicine, 
was recently awarded honorary membership in 
Alpha Omega Alpha at his alma mater, St. 
Louis University School of Medicine, St. Louis. 
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Charles W. Patterson, Ph. C., registrar of 
Northwestern University Medical School for 
twenty-seven years, has been retired with the 
title associate professor emeritus of pharma- 
cology. He had been associated with the schoo! 
for forty-seven years. 

A symposium on diseases of the biliary tract 
was presented before the Vermilion County 
Medical Society in Danville, October 3, by Drs. 
Rollo K. Packard, Percy E. Hopkins and Charles 
H. Phifer, Chicago. Dr. Edwin S. Hamilton, 
Kankakee, discussed “Organization of the Medi- 
cal Profession for National Defense.” 

The Sangamon County Medical Society was 
addressed in Springfield, September 5, by Dr. 
Carl-Gustaf D. Tillman, Topeka, Kan., on 
“Medical Aspects of Chronic Alcohol Addiction.” 

Eldridge T. McSwain, Ed.D., associate pro- 
fessor of education, Northwestern University, 
Evanston, addressed the Peoria City Medical 
Society in Peoria, September 10, on “Educa- 
tion’s Contribution to Adolescence in a De- 
mocracy.” 

The Chicago Pediatric Society was addressed, 
October 15, by Drs. Katsuji Kato and Pei- 
kuang Li on “Determination of Blood Pyruvic 
Acid in Infants and Children: An Attempt to Di- 
agnosis Subclinical Deficiency of Vitamin B,”; 
Bernard Gumbiner, “Spontaneous Pneumome- 
diastinum in the Newborn Infant,” and Stanley 
Gibson, Auricular Fibrillation in Childhood.” 

Dr. J. Bailey Carter gave the program before 
the Berrien County Medical Society at Niles, 
Michigan, October 2, 1940. His subject was 
Coronary Occlusion with special emphasis on 
diagnosis including Electrocardiograms and 
Stethograms. 

Dr. Paul L. Schroeder read a paper on “Juve- 
nile Delinquency Associated with Mental Defec- 
tiveness Prevention and Control” at a joint meet- 
ing of the Bureau County Medical Society and 
Bureau County Bar Association on October 10. 

Dr. E. P. Jordan presented the subject of 
“Arthritis” before the Wills-Grundy County 
Medical Society at Joliet, October 11. 

Drs. Walter M. Bartlett and J. Bailey Carter, 
appeared on the program of the Twelfth Annual 
Convention of the Aero Medical Association, 
at Memphis, October 25-28. The title of their 
paper was, “Combined Electrocardiography, 
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Stethography and Cardioscopy in the Selection 
of Pilots,” with case histories and slides. 

Drs. Ralph Reis and Sidney 0. Levinson pre- 
sented the scientific program before the Jeffer- 
son-Hamilton County Medical Society on October 
24, Their subjects were “Indications for Forceps 
and Cesarian Delivery” and “Poliomyelitis.” 

Dr. William A. Brams addressed the Fulton 
County Medical Society at Canton on October 
24, subject “Heart Disease.” 

Dr. Fred M. Drennan addressed the Kansas 
City Southwest Clinical Society at Kansas 
City, Missouri, October 1st and 2nd. His sub- 
jects were “Diagnosis and Interpretation of the 
Clinical Findings in Peptic Ulcer,” and “The 
Application of the Principles of Alkaline Control 
in the Treatment of the Complications of Peptic 
Ulcer.” 

‘Dr. Hugo 0. Deuss assumed the duties of 
Medical Director of the newly reorganized Chi- 
cago Fresh Air Hospital on Oct. 1, 1940. The 
hospital will be operated solely for the care and 


management of diseases of the chest. 





News Notes 





—A new hematologic service at the Michael 
Reese Hospital has been opened under the direc- 
tion of Dr. Raphael Isaacs. In addition to the 
treatment of patients and the study of blood, 
it is planned to carry on research work in dis- 
eases of the blood and blood-forming organs. 
—Three free social hygiene clinics have been 
opened in Cook County through funds obtained 
under the National Venereal Disease Control 
Act. The clinics are in the Berwyn, Maywood 
and Robbins health centers. Additional clinics 
will be opened soon in Cicero, Harvey and Chi- 
cago Heights. 

—The medical department of the University 
of Chicago eventually will receive all of the 
estimated $100,000 estate of the late William 
S. Oppenheim. Under a trust established by the 
will, the income will go to relatives during their 
lifetime. The entire residuary estate is left to 
the university. 

—Dr. Anton J. Carlson, professor and chairman 
of the department of physiology, Division of 
Biological Sciences, University of Chicago, has 
presented his scientific library to the university. 
His collection includes about 16,000 classified 
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reprints of scientific articles, 1,200 books and re- 
search monographs, and complete files of fifteen 
journals. Dr. Carlson, who completed thirty- 
six vears of active service on the university’s 
faculty when he retired October 1, intends to 
remain active in research work. He will be pro- 
fessor emeritus. 


-—Drs. Eugene D. Bergeron and Aaron S. Esh- 
hbaugh, both of Kankakee, were honored at a 
meeting of the Kankakee County Medical So- 
ciety, September 10, marking their completion 
of fifty years in the practice of medicine. Both 
physicians were accorded special recognition for 
service to their community and given certificates 
and pins from the Illinois State Medical So- 
cietv. Dr. Bergeron graduated at Chicago Medi- 
cal College, now Northwestern University Medi- 
eal School, in 1881. Dr. Eshbaugh graduated 
at Hahnemann Medical College and Hospital, 
Chicago, in 1886. Both have been practicing 
in Kankakee for about forty years. 
—Manuscripts for the third award of the an- 
nual prize of $250 of the Chicago Surgical So- 
ciety should be submitted to the secretary not 
later than March 1, 1941. The prize is awarded 
to a young man devoting himself to surgery 
in Chicago, who is not a member of the Chicago 
Surgical Society, for meritorious work in one 
or both of the fields of experimental and clinical 
surgery. Certain qualifications must be met in 
the judging of the papers. Additional informa- 
tion may be obtained from the secretary, Dr. 
Michael I.. Mason. 


-—A limited laboratory service in the diagnosis 
of cancer is now available from the state depart- 
ment of public health to the physicians of Illi- 
nois. Biopsy specimens taken from poor patients 
will be accepted and examined free at the de- 
partment’s diagnostic laboratories in Chicago. 
Specimens taken from patients able to pay such 
service should be sent to privately operated 
pathologie laboratories. Physicians and dentists 
who use this service are urged to select the speci- 
mens for biopsy with great care. The specimen 
should be large enough to include the lesion and 
also, if possible, a small part of adjacent normal 
tissue. It should be removed without crushing, 
placed immediately into a 10 per cent solution 
of formaldehyde and mailed in a tightly sealed 
container to the Cancer Diagnostic Service, 


State Department of Public Health, 1800 West 
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Fillmore Street, Chicago. These specimens 
should be taken only when there are reasonable 
grounds for suspecting tumors. Reports of ex- 
aniinations will be placed in the mails usually 
within forty-eight hours after receipt of speci- 
mens. While this service is now limited prac- 
tically to the laboratory examination of speci- 
mens submitted, it is anticipated that later the 
service can provide a source of material for 
those interested in tumor pathology and will 
serve as a medium for the exchange of impar- 
tial and friendly views on the diagnosis of tumor 
material. Dentists and oral surgeons are also 
invited to use the service. The diagnostic serv- 
ice will work in cooperation with the recently 
established division of cancer control, the work 
of which is educational in character. With Dr. 
Perry J. Melnick in charge, the cancer diag- 
nostic service is a unit in the division of labora- 
tories. Dr. Raymond V. Brokaw is chief of the 
division of cancer control, an administrative unit 
of the state department of public health. 

—The Tri-County Medical Society held its an- 
nual meeting in Monmouth on November 1, 
with the following Chicago speakers — Morris 
Fishbein, Charles FE. Galloway, Chauncey C. 
Maher, Philip Lewin. 

—Medical Research conductors, library research, 
assistance with manuscripts, translations. 
Prompt, neat, accurate work by experienced, 


qualified women. Rates reasonable. Eleanor 


Senn, 537 W. Melrose, Chicago, Ill. 
-—Anatomical and medical modeling, charts, 
drawings, illustrations and scientific moulage 
promptly and accurately as well as artistically 
done by skilled, accredited artist. Write Mou- 
lagist,...., care ILLINOIS MEDICAL JOURNAL, 
6221 Kenmore Avenue. 





Deaths 


Jonn SHERMAN APPLEMAN, Chicago; Bellevue Hos- 
pital Medical College, New York, 1885; aged 76; 
died, September 12. 

Jennie A, Bearpstey, Chicago; College of Physi- 
cians and Surgeons, Keokuk, Iowa, a Fellow A.M.A., 
1895; formerly on the staffs of the Jackson Park 
and Englewood hospitals; aged 73; died, September 
13. 

ReseccA RHOADS BILLINGS, Chicago; Northwestern 
University Woman’s Medical School, Chicago, 1899; 
aged 67; died, July 3. 

Mitton ALEXANDER CHAIKEN, Chicago; Chicago 
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College of Medicine and Surgery, 1914; aged 52; 
died in September. 

We tsy ApAMs Cotyer, Garrett, Ill.; Barnes Medi- 
cal College, St. Louis, 1899; member of the Illinois 
State Medical Society; aged 66; died, September 8, 
of coronary thrombosis. 

Bernard DeKoven, Chicago; Columbia University 
College of Physicians and Surgeons, New York, 1904; 
aged 63; died, August 11, in the Michael Reese Hos- 
pital of myocarditis and chronic myelogenous leu- 
kemia. 

CoLtEMAN J. Eaps, Oquawka, IIl.; University of 
Louisville (Ky.) Medical Department, 1890; mem- 
ber of the Illinois State Medical Society; aged 74; 
died, September 4, of a self-inflicted bullet wound. 

NicuHo.as R. Encets, Chicago; Rush Medical Col- 
lege, Chicago, 1896; member of the Illinois State 
Medical Society; on the staff of St. Bernard’s Hos- 
pital; aged 76; died, August 11, of cerebral hem- 
orrhage and arteriosclerosis. 

James Garrity, Chicago; Rush Medical College, 
Chicago, a Fellow A.M.A., 1904; aged 60; for many 
years on the staff of the eWst Suburban Hospital, 
Oak Park, Ill, where he died, August 31, of injuries 
received in an automobile accident. 

James ANDERSON GEssING, Oak Park, Ill.; National 
Medical College, Chicago, 1897; member of the IIli- 
nois State Medical Society; aged 71; died, August 
22, in the West Suburban Hospital of chronic 
myocarditis. 

WILLIAM WEsLEY Hatt, McLeansboro, IIl.; Rush 
Medical College, Chicago, 1883; member of the 
Illinois State Medical Society; aged 78; died, August 
17, of carcinoma. 

Henry G. Horstman, Murphysboro, IIl.; Missouri 
Medical College, St. Louis, 1895, a Fellow A.M.A.; 
on the staff of St. Andrew’s Hospital; aged 71; 
died, August 11, of coronary occlusion. 

Mary M. S. Jonnstone, Chicago; Northwestern 
University Woman’s Medical School, Chicago, 1899, 
a Fellow A.M.A.; taught gynecology and obstetrics 
at Northwestern University from July 1900 to June 
1901 and at Rush Medical College from 1908 to 1910 
and again from 1913 to 1917; during the World War 
served as a contract surgeon from Aug. 13, 1918, 
to July 2, 1919; following this service she entered 
the Veterans Bureau; on the staff of the Veterans 
Administration Facility, Hines, Ill.; aged 69; died, 
September 1, of gastrointestinal disease. 

Avsert P. Kite, Newton, IIll.; Barnes Medical 
College, St. Louis, 1904; aged 69; died, September 
12, in the Olney (Ill.) Sanitarium of myocarditis 
and endocarditis. 

Crype Epwtn Kine, Chicago; Chicago College of 
Medicine and Surgery, 1907; member of the IlIlinois 
State Medical Society; aged 67; on the staff of the 
Jackson Park Hospital, where he died, September 1, 
of myocariitis. 

Anton Cart Kiamt, Chicago; Northwestern Uni- 
versity Medical School, Chicago, 1912; aged 56; died, 
September 4, of coronary occlusion. 
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Francis NicHotts Macinnis, Aurora, IIL; Chicago 
College of Medicine and Surgery, 1910; member 
of Illinois State Medical Society; aged 68; died, 
August 10, in St. Charles Hospital of cerebral hem- 
orrhage. 

Joun B. Maruis, Ullin, Ill.; Barnes Medical Col- 
lege, St. Louis. 1900; member of the Illinois State 
Medical Society; aged 68; died, August 13, in St. 
Mary’s Hospital, Cairo, of peritonitis secondary to 
perforated ulcer. 

Roy HerMAN McGuire, Medora, IIl.; Washington 
University School of Medicine, St. Louis, 1932; aged 
33; was found dead, August 24, of cerebral hem- 
orrhage. 

OsweLt E. Morin, Chicago; University of Illinois 
College of Medicine, Chicago, 1919; a Fellow A.M.A.: 
aged 48, was drowned, July 28, at Aurora, III. 

Ernest A. PripraM, Chicago; Deutsche Universitat 
Medizinische Fakultat, Prague, Czechoslovakia, 1903; 
a Fellow A.M.A.; formerly professor of pathology 
at the University of Vienna and assistant professor 
of pathology at Rush Medical College; clinical pro- 
fessor of clinical microscopy and at various times 
professor of bacteriology and preventive medicine 
and professor of medicine at Loyola University 
School of Medicine; assistant, later assistant director 
and director of the State Serum Institute, Vienna, 
from 1907 to 1926; member of the American Associa- 
tion of Pathologists and Bacteriologists, Society of 
American Bacteriologists and the American Society 


of Clinical Pathologists and other scientific societies ; 
member of the International Society of Microbiology 
and in 1930 president of the American Committee 
on Nomenclature in Paris; corresponding member 
of the Gesellschaft der Aerzte, Vienna; Deutsche 


Chemische Gesellschaft, Berlin, and the Austrian 
Cancer Research Society, Vienna; pathologist to St. 
Elizabeth’s Hospital, Chicago, and St. Therese’s Hos- 
pital, Waukegan; aged 61; died, September 14, in 
St. Joseph’s Hospital, Lewiston, Mont., of injuries 
received in an automobile accident. 

HerMAN HeENryY ROHWEDDER, Chicago;  IIlinois 
Medical College, 1904; also a dentist; aged 67; 
died, August 26, in the Mercy Hospital, Davenport, 
Iowa, of arteriosclerosis, hypertension and edema of 
the lung. 

Yetta ScHEFTEL, Chicago; Rush Medical College, 
Chicago, 1921; clinical instructor of neurology at her 
alma mater; aged 56; on the staff of the Women’s 
and Children’s Hospital, where she died, September 
9, of peritonitis and carcinoma of the uterus. 

Cart ArTHUR SMITH, Evanston, IIl.; Northwestern 
University Medical School, Chicago, 1932; aged 40; 
died, August 2, at the Evanston Hospital of organic 
heart disease. 

RanpotpH Ora Stites, Industry, Ill.; Chicago Col- 
lege of Medicine and Surgery, 1916; member of the 
Tilinois State Medical Society; served during the 
World War; aged 50; died, September 1, in the 
Marietta Phelps Hospital, Macomb, of a hemorrhage 
due to a gastric ulcer. 
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